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TRUTH REVEALED: NEW SCIENTIFIC DISCOV- 
ERIES REGARDING MERCURY IN MEDICINE 
AND AUTISM 



WEDNESDAY, SEPTEMBER 8, 2004 

House of Representatives, 

Subcommittee on Human Rights and Wellness, 

Committee on Government Reform, 

Washington, DC. 

The committee met, pursuant to notice, at 10 a.m., in room 2154, 
Rayburn House Office Building, Hon. Dan Burton, (chairman of the 
committee) presiding. 

Present: Representatives Burton, Watson, Murphy, and 

Cummings. 

Staff present: Danielle Perraut, clerk; Mark Walker, staff direc- 
tor; Mindi Walker, Dan Getz, and Brian Pauls, professional staff 
members; Nick Mutton, press secretary; Sarah Despres, minority 
counsel; and Cecelia Morton, minority office manager. 

Mr. Burton. A quorum being present, the Subcommittee on 
Human Rights and Wellness will come to order. 

I ask unanimous consent that all Members’ and witnesses’ writ- 
ten and opening statements be included in the record. Without ob- 
jection, so ordered. 

I ask unanimous consent that all articles, exhibits and extra- 
neous or tabular materials referred to be included in the record. 
Without objection, so ordered. 

In the event of other Members attending the hearing, I ask 
unanimous consent that they be permitted to serve as a member 
of the subcommittee for today’s hearing, and without objection, so 
ordered. 

We have with us from the 18th District of Pennsylvania Rep- 
resentative Tim Murphy. Representative Murphy is very interested 
in this issue and we really appreciate him being here. 

Representative Watson will be here in just a few minutes. 

The subcommittee is convening today to discuss the latest sci- 
entific research regarding the use of mercury in medicine in the 
United States and the possible connection between these products 
and autism spectrum disorders. The subcommittee will also discuss 
the need for further research to determine the biological basis of 
autism and how the Federal Government is working to decrease 
the occurrences of this health epidemic in the United States. 

During my tenure as the chairman of the full Committee on Gov- 
ernment Reform and as the current chairman of this subcommittee, 
I have convened no fewer than 20 hearings on the topics of autism, 
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vaccine safety and the detrimental health effects of mercury-con- 
taining medical products. During these investigations, numerous 
scientists from all around the world have testified before this com- 
mittee and the full committee. They have presented credible, peer- 
reviewed research studies that indicated a direct link between the 
exposure of mercury, a widely known neurotoxin, and the increas- 
ing incidence of autism. 

Just recently we found that, I think the EPA was complaining 
about the excessive amount of mercury in our waterways in and 
around the central United States, the Great Lakes and so forth, 
and how that’s having an adverse impact on neurological disorders 
across this country. It continues to mystify me how we can say that 
it has to be taken out of the environment and yet we continue to 
inject it into our children and into adults and expect there not to 
be some kind of adverse reaction. 

Mercury has been present in medicines dispersed widely to the 
public for decades. Unknown to most Americans, mercury is still 
present in medicines that we use every day, including eye drops, 
nasal spray, as well as many anti-fungal and anti-itch creams, as 
well as vaccines. While the pharmaceutical industry has found new 
ways to manufacture many medicines and vaccinations that don’t 
require the use of mercury, three vaccines that currently remain on 
the mandatory pediatric vaccine schedule still contain the mercury 
derivative thimerosal, and those vaccines are the DTAP, which is 
called the diphtheria, tetanus and pertussis vaccine, the flu vaccine 
and hepatitis B. 

We’ve been complaining about mercury in children’s vaccines 
now for about 4 or 5 years. And it’s been removed from most chil- 
dren’s vaccines except those three. 

My grandson, as I’ve said before, got nine shots in 1 day, seven 
of which had mercury in them. Just a few days later, he became 
autistic. This is a story that we’ve heard from many parents who 
have testified before this committee over the years. And yet, we 
continue to see mercury used as a preservative. 

Now, although it’s been taken out of a lot of the children’s vac- 
cines, the shelf life on many of those vaccines is pretty long. Mer- 
cury-containing vaccines are still on the shelf, even though they’re 
not being produced. So in addition to these three vaccines that are 
still being produced using mercury, there are others that are on the 
shelf right now that doctors are still using that children are being 
vaccinated with. And I think it’s a crying shame. 

Although I applaud the benefits that many vaccines have pro- 
vided Americans over the years, I am perplexed as to why we are 
administering shots containing poisonous toxins to our children, 
when technology has ceased the need for this otherwise harmful 
preservative. The debate over whether or not there are linkages be- 
tween mercury and neurodevelopmental diseases has become more 
heated in recent times. 

Six years ago, when I started an investigation into the detrimen- 
tal health effects of mercury, the science supporting these claims 
was sparse. Recently, credible researchers from many of our Na- 
tion’s most highly regarded research universities have published 
studies noting the possible associations between mercury and 
health defects. 
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Dr. Richard Deth, professor at the College of Pharmaceutical 
Studies at Northeastern University, was the lead researcher in a 
collaboration between Johns Hopkins University, Tufts University, 
the University of Nebraska and Northeastern University on a 
groundbreaking study into the possible correlation between in- 
creases in environmental toxins, such as thimerosal, and the inci- 
dence of autism. Dr. Deth will testify on the findings and future 
implications of his research. 

Another innovative study was conducted at Columbia University 
recently, released in June of this year. The researchers exposed 
mice to thimerosal in doses and timing which corresponds to the 
current pediatric immunization schedule. The independent Colum- 
bia University study indicates that subjects with a specific genetic 
susceptibility toward autism are placed at a greater risk for 
neurodevelopmental diseases when administered thimerosal-con- 
taining vaccine. 

Unfortunately, Dr. Mady Hornig, the lead researcher on this 
project, is unable to be with us this morning due to a personal 
emergency. But in her place. Dr. Deth will present her oral testi- 
mony. 

In a partnership between the University of Pittsburgh, Carnegie 
Mellon University and the University of Illinois, funded by the Na- 
tional Institute of Child Health and Development, participating sci- 
entists have begun looking at the neural science of autism on a 
wide scale, multi-million dollar project. 

A brain scanning technique identified as FMRI, or functional 
magnetic resonance imaging, was used in this experiment to com- 
pare the brain activity of adults afflicted with high functioning au- 
tism with non-autistic participants. The researchers then specifi- 
cally examined two regions of the brain associated with language 
skills. To better explain the findings of this study, the subcommit- 
tee has the pleasure of receiving testimony from Dr. Marcel Just, 
one of the lead researchers on this monumental study. 

To discuss the implications of using mercury in medical devices, 
the subcommittee will be hearing testimony from my good friend. 
Dr. Richard Fischer, a practicing dentist and representative of the 
International Academy of Oral Medicine and Toxicology. 

As many of us already know, the incidence of autism have be- 
come increasingly prevalent in modern day society. Once consid- 
ered a rare disease, affecting roughly 1 in 10,000 children, autism 
now affects 1.5 million of our Nation’s children. And this problem 
continues to escalate rapidly. 

According to a recent Autism Alarm released by the U.S. Depart- 
ment of Health and Human Services, the Centers for Disease Con- 
trol and the American Academy of Pediatrics, currently one out of 
every six children is diagnosed with a developmental disorder and/ 
or behavioral problem. Even more alarming, 1 out of every 166 
children in the United States is being diagnosed with an autism 
spectrum disorder. From 1 in 10,000 to 1 in 166. This major health 
care crisis has clearly reached epidemic proportions and will not 
simply go away. 

To address the current CDC observations with regard to the au- 
tism epidemic, the subcommittee will be receiving testimony from 
Dr. Melinda Wharton, Medical Doctor, the Acting Deputy Director 
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of the National Immunization Program at CDC, who will he speak- 
ing about information her office has collected regarding the inci- 
dence and prevalence of autism in the United States. 

The FDA’s Center for Biologies Evaluation and Research is re- 
sponsible for the regulation and oversight of vaccines administered 
here in the United States. Dr. William Egan, Acting Director of the 
Office of Vaccine Research and Review at CBER will be testifying 
today on how the FDA has worked to reduce the exposure of thi- 
merosal to children in the United States. I will be very interested 
in hearing that. 

To give a perspective into the challenges facing the families of 
autistic individuals, Lyn Redwood, a registered nurse and mother 
of an autistic child, will be informing the subcommittee on these 
issues. In addition to her professional and personal obligations, Ms. 
Redwood is also the president and founder of the Coalition for 
SafeMinds, Sensible Action for Ending Mercury-Induced Neuro- 
logical Disorders, an organization founded to investigate and raise 
awareness about the autism spectrum disorders. 

While the science behind the causation of autism is being delib- 
erated, I firmly believe that we should take every precaution to en- 
sure the health and well-being of every American. By eliminating 
mercury from medicine, we are taking a vital first step. Even if 
there was not a lot of evidence, and I believe conclusive evidence, 
that mercury in vaccines and in other areas is causing neurological 
disorders, it seems to me even if there is the most remote possibil- 
ity, we would get it out of there. 

I mean, every time I talk to people who appear before the com- 
mittee, either privately or in public forum, I say to them, would 
you mind if we just took the thimerosal, the mercury, and injected 
it into you like they did our kids? And they will say to you, well, 
I don’t think I want mercury injected into our bodies. And these 
are doctors who say there’s no harm being done. But they don’t 
want mercury stuck in their bodies with a needle. 

Yet we do it to our kids every single day, and we do it to adults. 
And we wonder why there’s an increase in the rates of autism, 
these epidemic increases, 1 out of 166. And we wonder why we see 
more and more people coming down with Alzheimer’s disease. And 
we find out that mercury is in the environment and they’re saying 
we’ve got to get it out of the environment because of the problems 
with the neurology of our population. Yet we continue to put it into 
our bodies with needles. I just don’t understand it. 

But in any event, I look forward to hearing the testimony from 
our witnesses. With that, Ms. Watson, it’s nice to see you. As usual, 
you look very fashionable today. 

[The prepared statement of Hon. Dan Burton follows:] 
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Opening Statement of Chairman Dan Burton 
Government Reform Committee 
Subcommittee on Human Rights & Wellness 
“Truth Revealed: New Scientific Discoveries Regarding Mercury in Medicine and 

Autism” 

September 8, 2004 



The Subcommittee is convening today to discuss the latest scientific research 
regarding the use of Mercury in medicine in the United States and the possible 
connection between these products and Autism Spectrum Disorders. The 
Subcommittee will also discuss the need for further research to determine the 
biological basis of autism, and bow the Federal Government is working to decrease 
the occurrences of this health epidemic in the United States. 

During my tenure as the Chairman of the Full Committee on Government 
Reform, and as the current Chair of this Subcommittee, 1 have convened no fewer 
than 20 hearings on the topics of Autism, vaccine safety, and the detrimental health 
effects of Mercury-containing medical products. 

During these investigations, numerous scientists from around the globe have 
testified before the Committee, and have presented credible peer-reviewed research 
studies that indicated a direct link between the exposure of Mercury, a widely 
known neurotoxin, and the increasing incidences of autism. 

Mercury has been present in medicines dispersed widely to the public for 
decades. Unbeknownst to most Americans, Mercury is still present in medicines we 
use everyday, including; eye drops, nasal spray, as well as many antifungal and anti- 
itch creams. 
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While the pharmaceutical industry has found new ways to manufacture 
many medicines and vaccinations that don’t require the use Mercury, three (3) 
vaccines that currently remain on the MAIVDATORY pediatric vaecine schedule 
still contain the Mercury-derived preservative Thimerosal: DTaP (Diphtheria, 
Tetanus, and Pertusis), Flu, and Hepatitis B, 

Although I applaud the benefits that many vaccines have provided 
Americans over the years, I am perplexed as to why we are administering shots 
containing poisonous toxins to our children when technology has ceased the need for 
this otherwise harmful preservative. 

The debate over whether or not there are linkages between Mercury and 
neurodevelopmental diseases has become more heated in recent times. Six years 
ago, when I started an investigation into the detrimental health effects of Mercury, 
the science supporting these claims was sparse. 

Recently, credible researchers from many of our Nation’s most highly 
regarded research universities have published studies noting the possible 
associations between Mercury and health defects. 

Dr. Richard Deth (Deeth), Professor at the College of Pharmaceutical Studies 
at Northeastern University, was the lead researcher in a collaboration between 
Johns Hopkins University, Tufts University, the University of Nebraska, and 
Northeastern University on a groundbreaking study into the possible correlation 
between increases in environmental toxins such as thimerosal and incidences of 
autism. Dr. Deth will testify on the findings and future implications of his research. 

Another innovative study was conducted at Columbia University recently. 
Released in June of this year, the researchers exposed mice to Thimerosal in doses 
and timing, which corresponds to the current pediatric immunization schedule. 
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The independent Columbia University study indicates that subjects with a 
specific genetic susceptibility toward autism are placed at a greater risk for 
neurodevelopmental diseases when administered Thimerosal-containing vaccines. 
Unfortunately, Dr. Mady Hornig (May-dee, Horn-ig), the lead researcher on this 
project, is unable to be with us this morning due to a personal emergency. In her 
place. Dr. Deth (Deeth) will present her oral testimony. 

In a partnership between the University of Pittsburgh, Carnegie Mellon 
University, and the University of Illinois - funded by the National Institute of Child 
Health and Development - participating scientists have begun looking at the neural 
science of autism on a wide-scale multi-million dollar project. 

A brain-scanning technique identifled as “fMRI”, or functional magnetic- 
resonance imaging, was used in this experiment to compare the brain activity of 
adults afflicted with high-functioning autism with non-autistic participants. The 
researchers then specifically examined two regions of the brain associated with 
language skills. To better explain the findings of this study, the Subcommittee has 
the pleasure of receiving testimony from Dr. Marcel Just, one of the lead 
researchers on this monumental study. 

To discuss the implications of using Mercury in medical devices, the 
Subcommittee will be hearing testimony from my good friend. Dr. Richard Fischer, 
a practicing dentist and representative of the International Academy of Oral 
Medicine and Toxicology (lAOMT). 

As many of us already know, the incidences of autism have become 
increasingly prevalent in modern-day society. Once considered a rare disease, 
effecting roughly 1 in 10,000 children, autism now affects 1.5 Million of our Nation’s 
children, and this problem continues to escalate rapidly. 
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According to a recent “Autism Alarm” released by the U.S. Department of 
Health and Human Services (HHS), the Centers for Disease Control (CDC), and the 
American Academy of Pediatrics, currently 1 out of every 6 children are diagnosed 
with a developmental disorder and / or behavioral problem. 

Even more alarming, today 1 out of every 166 children in the United States is 
being diagnosed with an Autism Spectrum Disorder. This major healthcare crisis is 
clearly reaching epidemic proportions, and will not just simply “go away.” 

To address the current CDC observations with regard to the autism 
epidemic, the Subcommittee will be receiving testimony from Dr. Melinda Wharton, 
M.D. the Acting Deputy Director of the National Immunization Program at CDC, 
who will be speaking about information her office has collected regarding the 
incidenee and prevalence of autism in the United States. 

The FDA’s Center for Biologies Evaluation and Research (CBER) is 
responsible for the regulation and oversight of vaceines administered in the United 
States. Dr. William Egan, Acting Director of the Office of Vaccines Researeh and 
Review at CBER will be testifying today on how the FDA has worked to reduce the 
exposure of thimerosal to children in the United States. 

To give a perspective into the challenges facing the families of autistic 
individuals, Lyn Redwood, a Registered Nurse and mother of an autistic child will 
be informing the Subcommittee on these issues. In addition to her professional and 
personal obligations, Ms. Redwood is also the President and Founder of the 
Coalition for Safeminds (Sensible Action For Ending Mercury-Induced 
Neurological Disorders), an organization founded to investigate and raise awareness 
about the Autism Spectrum Disorders. 

While the science behind the causation of autism is being deliberated, 1 
firmly believe that we should take every precaution to ensure the health and well 
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being of every American. By eliminating Mercury from medicine, we are taking a 
vital first step. As Hippocrates (Hip-paw-crat-tease), the father of Medicine, stated 
in Regimen of Health, “ A wise man should consider that health is the greatest of 
human blessings and learn how by his own thought to derive benefit from his 
illnesses.” 

I would like to thank all of our witnesses for being with us today to speak on this 
most important matter, and I look forward to hearing their testimony. 
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News From... 

The Subcommittee on 
Human Rights and Wellness 

Chairman Dan Burton (R ~ IN) 
http://www.house.gov/reform 




For Immediate Release: Contact: Nick Mutton 

September 7, 2004 (202) 225-2276 

CHAIRMAN BURTON TO EXAMINE NEW SCIENCE 
CONNECTING MERCURY AND AUTISM 

Washington, D.C. - Congressman Dan Burton (R-IN), Chairman of the House Government 
Reform Subcommittee on Human Rights & Wellness, will convene a hearing to examine the latest 
scientific research out of leading univemities such as Columbia, Johns Hopkins, Northeastern, and 
Carnegie Mellon, regarding the harmful effects of mercury in the human body. The Subcommittee will 
also discuss the need for additional research to determine the biological basis for autism, as well as how 
specifically the U.S. Centers for Disease Control (CDC) are reviewing the occurrences of this health 
epidemic. 

The Subcommittee’s oversight hearing, entitled ‘*Truth Revealed: New Scientific Discoveries 
Re 2 ardim Mercury in Medicine and Autism^ ** will be held on Wednesday, September 8, 2004, in 
Room 2154 of the Rayburn House Office Building at 10:00 a,m. 

Stated Chairman Burton, “I strongly believe the information presented in these recent credible 
scientific studies from our nation’s most highly regarded research universities, will shed important new 
light on the debate over a link between vaccines and autism. It should be crystal clear to both our health 
officials and the general public by now that mercury is a toxic substance that does not belong in 
pediatric vaccines. There is simply no need to take the risk.” 

In May 2004, the Institutes of Medicine (lOM) released its eighth, and final report examining the 
hypothesis that thimerosal-containing vaccines are causally associated with autism. The lOM concluded 
there was no such association between thimerosal-containing vaccines and autism - a marked departure 
from their 2001 report, which called a causal relationship “biologically plausible” - and recommended 
that no further research to evaluate this issue be funded. However, shortly thereafter in June 2004, the 
Mailman School of Public Health at Columbia University published findings from their independent 
study of several strains of mice - those with a certain genetic susceptibility and those without - that 
were exposed to thimerosal in doses and timing, which corresponds to the current pediatric 
immunization schedule. The research indicated that the subjects with a specific genetic susceptibility 
led to responses and activities that mimic those found in Autism Spectrum Disorders (including growth 
retardation, social withdraw, gross motor coordination, and hyperactivity). 

Several distinguished researchers from the various participating universities will be on hand to 
further explain their groundbreaking studies and discuss the impact of their findings on future research 
of autism and other neurodevelopmental disorders. 
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PANEL ONE WITNESS: 



Representative (Invited) 

Centers for Disease Prevention (CDC) 

United States Department of Health & Human Services 

PANEL TWO WITNESSES: 



Dr. Richard Detfa 

Bouve College of Health Sciences 
Department of Pharmaceutical Services 
Northeastern University 

Dr. Marcel Just 

D.O. Hebb Professor of Psychology 
Director, Center for Cognitive Brain Imaging 
Carnegie Mellon University 

Dr. Mady Hornig 

Assistant Professor of Epidemiology 

Columbia University 

Dr. Richard Fischer, D.D.S. 

International Academy of Oral Medicine & Toxicology 

Ms. Lyn Redwood 

President, Safeminds 

Chairman Burton has held more than twenty hearings on the topics of autism, vaccine safety, and 
the detrimental effects of mercury-containing medical products. For more information, or to access 
hearing resource materials, please visit the Subcommittee’s website at www.reform.house.gov/WHR . 

- 30 - 
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Ms. Watson. I want to thank our chairman very much for pursu- 
ing this particular topic. I join him as a committed ally. 

So over the last several years, our chairman has investigated po- 
tential health problems associated with the use of mercury in medi- 
cine, including the use of a mercury-containing preservative in vac- 
cines called thimerosal and the use of mercury in dental amalgams. 
These are issues that I have been involved with for a long time. 
I understand the paramount importance of having vaccines and 
dental amalgams and dental materials that work. Vaccines save 
thousands of lives every year, and poor oral health is a major cause 
of suffering in this country. But the question is, whether we can 
achieve these goals without using mercury, a known neurotoxin. 

Now, let me start with dental amalgam, an issue that has been 
of major concern to me for years. Over the last century and a half, 
mercury-containing amalgam has been the most widely used dental 
device in the United States. Yet important studies about the safety 
of amalgam, including some underway at the National Institutes of 
Health, have not been completed? Why? 

In 1992, I authored a bill that passed the California Legislature, 
requiring disclosure of the risks and efficacies of various types of 
dental materials. In the past month, the California dental board is 
finally, is finally disseminating a fact sheet to inform the public 
about these materials. This is an important step forward, and I 
commend them. But more needs to be done for the law to be fully 
implemented. 

Chairman Burton and I have corresponded with the Food and 
Drug Administration on the subject of dental amalgam. We are try- 
ing to determine why the FDA has failed to put dental amalgam 
into a particular class of medical devices. I am pleased FDA is rep- 
resented at this hearing today, and I would hope that the rep- 
resentatives would address this issue. 

I am also interested in hearing about progress in research on 
dental amalgam, including studies that were discussed at previous 
meetings this committee has held. In addition to hearing from 
FDA, I look forward to Dr. Richard Fischer’s testimony on the reg- 
ulatory status of dental amalgam. 

Now, let me turn to the issue of vaccine. Since our last meeting, 
the Institute of Medicine released a major report investigating a 
potential link between thimerosal in vaccines and autism. The In- 
stitute of Medicine reviewed published and unpublished studies 
and concluded that available evidence favors rejection of the theory 
that thimerosal in vaccine causes autism. Some scientists and par- 
ents have expressed concern about this report, and today we will 
hear from several scientists who have conducted recent research on 
thimerosal and autism. 

Some of this research was considered by the Institute of Medi- 
cine but did not figure prominently in its report. The testimony 
today should be very enlightening and interesting. A timely con- 
cern relates to the use of mercury in flu vaccines. Flu kills tens of 
thousands of Americans every year, and protecting infants, chil- 
dren and adults from this deadly virus is essential. At the same 
time, I think we all can agree that it would be ideal for the flu vac- 
cine to be mercury-free. 
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So I’m interested in hearing from those who will be presenters 
today. And I want to know why, particularly from our CDC, why 
our Nation’s leading public health authority has not endorsed this 
idea. 

And on a personal note, Mr. Chairman, I have been pursuing the 
amalgam issue for over a decade. So I decided that I would get the 
amalgam in my fillings that I have had since I was 9 years old re- 
moved. I had to go to Mexico to do it. My own dentist didn’t have 
a clue, and argued with me that it was safe. 

But as I gather information and I chaired the California Health 
and Human Services Committee for 17 out of the 20 years I was 
in the California State Senate, and I had an expert staff that dug 
up the information and the research, enough that I knew that my 
health would improve if I had it removed. I had it removed, and 
my health improved immediately. Went back over the border to the 
United States, had dental work, and I have a temporary covering 
that has amalgam in it, and I can see the difference in my complex- 
ion and my look. I was being poisoned, Mr. Chairman, all of those 
years, by the amalgam vapors that were escaping because the tooth 
next to it was pulled, and it leaves exposure. 

So I don’t buy the argument the professional dental community 
came to my office to give me in opposing my bill. And they said, 
it’s cheap, it’s sealed and it will not hurt. Well, kids chew hard 
balls, and dentures, dental teeth crack and the vapors escape, and 
they go up to the meninges of the brain, causing considerable dam- 
age. So I myself am a victim and I’m going to pursue this issue 
until we can come to some agreement about the best policy. 

So thank you for coming, and I look forward to hearing from you. 
Thank you, Mr. Chairman. 

Mr. Burton. Thank you, Ms. Watson. 

Representative Murphy. 

Mr. Murphy. Thank you, Mr. Chairman. As you know, I am not 
a member of this subcommittee, although I am a member of the 
full committee, and I appreciate the opportunity to sit on this sub- 
committee with you. Rather than take time now, I would like to go 
on and listen to the witnesses today. Thank you, sir. 

Mr. Burton. Very good, thank you. 

Our first panel consists of William Egan, Ph.D., Acting Director 
of the Office of Vaccines, Research and Review, Center for Biologies 
Evaluation and Research, Eood and Drug Administration, Depart- 
ment of Health and Human Services, and Melinda Wharton, M.D., 
MPH, Acting Deputy Director of the National Immunization Pro- 
gram, Centers for Disease Control and Prevention, U.S. Depart- 
ment of Health and Human Services. I presume you have some- 
body there with you that you’d like to introduce. Who else do we 
have there? Dr. Egan, Dr. Wharton and Dr. Boyle? 

Dr. Wharton. Yes, Dr. Coleen Boyle, from CDC. 

Mr. Burton. OK. Will she be testifying as well? 

Dr. Wharton. She is available to answer questions should there 
be questions that fall into her area of expertise. 

Mr. Burton. OK. Would you please rise to be sworn? 

[Witnesses sworn.] 

Mr. Burton. Thank you. 

Dr. Wharton, would you like to start? 
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STATEMENT OF MELINDA WHARTON, M.D., M.P.H., ACTING 
DEPUTY DIRECTOR, NATIONAL IMMUNIZATION PROGRAM, 
CENTERS FOR DISEASE CONTROL AND PREVENTION, U.S. 
DEPARTMENT OF HEALTH AND HUMAN SERVICES, ACCOM- 
PANIED BY COLEEN BOYLE, ASSOCIATE DIRECTOR FOR 
SCIENCE AND PUBLIC HEALTH 

Dr. Wharton. Good morning. I’m Dr. Melinda Wharton, Acting 
Deputy Director of the National Immunization Program at the Cen- 
ters for Disease Control and Prevention. Thank you for the oppor- 
tunity to testify today on CDC’s vaccine safety research activities, 
particularly those regarding thimerosal-containing vaccines. 

I am accompanied today by Dr. Colleen Boyle, Associate Director 
for Science and Public Health with CDC’s National Center for 
Birth Defects and Developmental Disabilities, who is here to help 
answer questions on CDC’s autism related activities. 

CDC understands that autism can be a devastating illness and 
impacts families and caregivers alike. CDC joins with other Fed- 
eral and State agencies and other partners in their continued 
search to learn more about the causes. Autism spectrum disorders 
are a group of lifelong developmental disabilities caused by an ab- 
normality of the brain. The most recent data suggests that between 
two and six children per thousand have autism spectrum disorders. 
However, one of CDC’s goals is to obtain better information on the 
incidence and prevalence of these disorders. 

The emotional, social and economic impact on families and chil- 
dren diagnosed with autism spectrum disorders is often devastat- 
ing, and the cost to the Nation in human and economic terms is 
substantial and needs to be better documented. The Department of 
Health and Human Services is dedicated to finding the answers to 
what causes autism and how it can be prevented. 

There’s a great deal of ongoing research throughout the various 
public health agencies. But my focus today is on the vaccine safety 
related issues. It should be noted that the Department of Health 
and Human Services has established an inter-agency action coordi- 
nating committee [lACC], composed of representatives to various 
Federal agencies as well as four members of the public. The lACC’s 
mandate is to enhance coordination of autism-related activities of 
these Federal agencies from biomedical research to service delivery. 

Immunizations are one of the great public health success stories 
of the 20th century, having made once common diseases like diph- 
theria, measles and mumps diseases of the past. Vaccines are now 
available to protect children and adults against 15 life-threatening 
or debilitating diseases. This has reduced cases of all vaccine-pre- 
ventable diseases for which children are now routinely vaccinated 
by more than 97 percent, from peak levels before the vaccines were 
available, saving lives and treatment and hospitalization costs. 

However, we know that parents, researchers and others have ex- 
pressed concerns about a potential link between autism and vac- 
cines containing thimerosal, a preservative used to reduce the pos- 
sibility of bacterial or fungal contamination of vaccine. Other than 
minor effects, like swelling and redness at the injectionsite due to 
sensitivity to thimerosal, there is no definitive evidence of harm 
caused by the amounts of thimerosal in vaccine. 




15 



After an FDA analysis of the potential mercury content of the 
full recommended childhood vaccination schedule and concern 
about health effects of mercury exposures from all sources in mid- 
1999, the U.S. public health service agencies took precautionary ac- 
tion, working collaboratively with the American Academy of Pediat- 
rics and the vaccine manufacturers to begin the voluntary removal 
of thimerosal preservative from the vaccine supply. 

While the risk of harm from exposure to thimerosal in vaccines 
is only theoretical, the decision was made as a precautionary meas- 
ure. The elimination of mercury from vaccines was judged a fea- 
sible means of reducing an infant’s total exposure to mercury in a 
world where other environmental sources of exposure are more dif- 
ficult or impossible to eliminate. 

As a result of this action, all manufacturers are now producing 
only vaccines that are free of thimerosal as a preservative for rou- 
tine infant immunization, with the exception of influenza vaccines. 
As of January 14, 2003, the final lots of the routinely recommended 
infant vaccines that contained thimerosal as a preservative, with 
the exception of influenza vaccine, expired. 

CDC is actively involved in detecting and investigating vaccine 
safety concerns and in supporting a wide range of vaccine safety 
research to address safety questions. CDC developed the vaccine 
safety data link project in 1990 to better enhance the understand- 
ing of rare adverse effects of vaccines. This project was a collabo- 
rative effort utilizing the data bases of large health maintenance 
organizations. The data bank contains comprehensive medical and 
immunization histories of approximately 7.5 million children and 
adults. The VSD enables vaccine safety research studies comparing 
the incidence of health problems in unvaccinated and vaccinated 
people. 

CDC recognizes the importance of data sharing when questions 
are raised regarding a particular study’s designer methodology. 
Therefore, CDC has worked with the participating HMOs to deter- 
mine how their clients’ personal medical records can be maintained 
confidentially while still allowing for external researchers to re- 
analyze the data from studies which have been conducted through 
the VSD. As a result, CDC has developed a data sharing process 
operated by the National Center for Health Statistics designed to 
allow independent researchers to replicate or conduct a modified 
analysis of a previous VSD study while maintaining the confiden- 
tial nature of the data. 

Another critical part of our vaccine safety effort is the objective 
scientific evaluation of safety concerns by independent experts. In 
collaboration with NIH and other public health service agencies, 
CDC requested the Institute of Medicine, one of the world’s pre- 
eminent medical organizations, to conduct independent reviews by 
objective, highly qualified scientific experts to determine whether 
the available scientific information tends to show or does not tend 
to show vaccines played a role in causation, the level of public 
health priority that concern should receive and recommendations 
for research. 

As you have already noted, in May 2004, the lOM Immunization 
Safety Review Committee updated its previous report regarding 
vaccines and autism based on the additional studies that have been 
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done on the topic since its 2001 report. The lOM concluded that 
thimerosal-containing vaccines are not associated with autism, that 
hypotheses regarding the links between autism and thimerosal-con- 
taining vaccines lacked supporting evidence and were only theoreti- 
cal, and that future research to find the cause of autism should be 
directed toward other promising lines of inquiry that are supported 
by current knowledge and evidence and offer more promise for pro- 
viding the answer. 

CDC takes the issue of vaccine safety very seriously and has ini- 
tiated several studies that address lOM recommendations in its 
previous report. The first study, the thimerosal screening analysis 
in the VSD was started in the fall of 1999. The VSD was used to 
screen for possible associations between exposure to thimerosal- 
containing vaccines and a variety of outcomes. In a first phase of 
this study, the CDC used data from the two VSD HMOs with auto- 
mated outpatient data. An association between cumulative expo- 
sure to thimerosal and tics was found in one HMO. At the other 
HMO, slightly increased risks of language delay were found, but 
there was no increased risk of tics. 

In the second phase of the investigation, CDC investigators ob- 
tained data from a third HMO with similar, available automated 
vaccination in outpatient data bases to see if these findings could 
be replicated. Analyses of these data using the same methods as 
the first study did not confirm results seen in the first phase. 

To determine if these associations are real or by chance, the 
usual scientific approach is to conduct other studies to confirm or 
not confirm the initial results. No statistically significant relation- 
ship between autism and thimerosal was found in any of CDC’s 
analyses of the FSD data. The findings of the study were published 
in Pediatrics in November. 

CDC and VSD researchers remain committed to clarifying the re- 
sults encountered during the VSD screening analysis, and therefore 
a followup study is being conducted. This study will be designed to 
assess whether neurodevelopmental disorders confirmed by uni- 
form neuropsychologic testing are associated with thimerosal expo- 
sure. 

Approximately 1,100 children between the ages of 7 and 9 ran- 
domly selected from the 4 VSD HMOs, based on thimerosal expo- 
sure during the first 7 months of life, are being evaluated. All of 
the children will be assessed using a standard set of neuro- 
psychological test batteries. Data collection is nearing completion 
and the testing has been completed and medical records are now 
being reviewed. Preliminary study results should be available in 
the spring of 2005. 

The vaccine safety data link and autism study is a case control 
study that will begin data collection this fall. Autism cases identi- 
fied through the review of automated medical records from three 
VSD HMOs will be assessed using a standard autism assessment 
tool. CDC is also funding a followup study of a group of Italian 
children who participated in a prior DTAP trial in the 1990’s in 
which thimerosal exposure was randomly allocated. The children 
will be evaluated similarly as we’re doing in the followup study. 
Testing of the children will begin in the fall. 




17 



Though we remain vigilant to assure the safety of vaccines, we 
also must remember that vaccines benefit the public by protecting 
persons from infectious diseases and the consequences. Continued 
high vaccination rates are crucial to prevent the spread of diseases 
such as measles, pertussis and rubella among U.S. children. From 
1989 to 1991, a measles epidemic in the United States led to more 
than 55,000 cases of measles and more than 11,000 hospitalizations 
and 123 deaths. The outbreak stopped only when vaccination cov- 
erage increased. 

Thus, if preschool vaccine coverage drops substantially, large 
measles outbreaks are likely to occur once again. The threats posed 
by vaccine preventable diseases are known and real. The viruses 
and bacteria that cause vaccine preventable diseases still circulate 
in the United States and around the world. Maintaining vaccina- 
tion coverage and high levels of immunity are crucial to protect the 
U.S. population and to continue progress toward elimination of dis- 
eases that at one time caused millions of infections in the United 
States each year and globally remain the leading causes of death. 

CDC remains committed to collecting accurate data on the preva- 
lence of autism, conducting public health research on autism and 
conducting studies on vaccine safety. Vaccines are one of our most 
valuable weapons against disease and have afforded to us one of 
our proudest achievements in public health. Autism research and 
monitoring will continue to be high priorities for CDC. Such efforts 
will be essential in answering key questions about whether autism 
is increasing over time, determining the causes of this condition 
and ultimately developing prevention strategies. 

In addition to these critical efforts, we also realize the need to 
act on existing science to improve the lives of children already liv- 
ing with this condition by providing developmental screening and 
intervention. We want each child to be born healthy and to grow 
and develop to their full potential. 

Thank you, Mr. Chairman and members of the committee, for 
the opportunity to testify before you today. Dr. Boyle and I will be 
happy to answer any questions that you may have. 

[The prepared statement of Dr. Wharton follows:] 
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Good morning. I am Dr. Melinda Wharton, Acting Deputy Director of the National 
Immunization Program at the Centers for Disease Control and Prevention (CDC). Thank 
you for the opportunity to testify today on CDC’s vaccine safety research activities, 
particularly those regarding thimerosal-containing vaccines and autism. I want to take a 
moment to introduce Dr. Coleen Boyle, Associate Director for Science and Public Health 
with CDC’s National Center for Birth Defects and Developmental Disabilities who is 
also available to help answer questions on CDC’s autism-related activities. 

CDC understands that autism can be a devastating illness that impacts families and 
caregivers alike. CDC joins with other federal and state agencies, and other partners in 
the continued search to learn more about the causes. 

AUTISM AND VACCINES 

Autism spectrum disorders (ASD) are a group of life-long developmental disabilities 
caused by an abnormality of the brain. The most recent data suggests that between two 
and six children per 1,000 have ASD; however, one of CDC’s goals is to obtain better 
information on the incidence and prevalence of ASDs. The emotional, social and 
economic impact on families of children diagnosed ASDs is often devastating and the 
costs to the nation in human and economic terms is substantial but needs to be better 
documented. We recognize that there is considerable public interest and concern on this 
issue and we are committed to addressing concerns of parents, families, caregivers and 
health care providers. The Department of Health and Human Services (DHHS) is 
dedicated to finding the answer to what causes autism and how it can be prevented. 

There is a great deal of ongoing research throughout the various public health agencies. 
While my focus today is on vaccine safety related issues, it should be noted that DHHS 
has established an Interagency Autism Coordinating Committee (lACC). The lACC is 
composed of representatives from the National Institutes of Health (to which the 
Department has delegated a leadership role in organizing and supporting the committee), 
CDC (including the Agency for Toxic Substances and Disease Registry (ATSDR)), the 
Food and Drug Administration, the Health Resources and Services Administration 
(HRSA) the Substance Abuse and Mental Health Services Administration (SAMHSA), 
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the Department of Education, and four public members appointed by Secretary Tommy 
Thompson, The lACC’s mandate is to enhance coordination of the autism-related 
activities of these federal agencies, from biomedical research to services delivery. At the 
most recent lACC meeting, topics included the progress being made on implementation 
of autism research centers programs by NIH and CDC; efforts to comprehensively map 
the autism research field to analyze its strengths and any gaps; information about each of 
the individual grants that collectively constitute the majority of the NIH autism research 
portfolio; strategies to improve the coordination of gene and tissue banking, data sharing, 
and federal interactions with voluntary organizations; and, strategic planning for the 
development of treatments and interventions for autism. The activities of this committee 
highlight the large-scale, coordinated response that has been launched by DHHS to better 
understand, prevent and treat autism. 

CDC also is holding four regional meetings to obtain more public input into the CDC 
portion of the lACC agenda; these meetings are being held over the next four months in 
Miami, FL; Sacramento, CA; Indianapolis, IN and in New York City, 

Immunizations are one of the great public health success stories of the 20th century, 
having made once-common diseases, such as diphtheria, measles, mumps, and pertussis, 
diseases of the past. Vaccines are now available to protect children and adults against 15 
life-threatening or debilitating diseases. This has reduced cases of all vaccine-preventable 
diseases by more than 97 percent from peak levels before vaccines were available, saving 
lives and saving treatment and hospitalization costs. However, some parents, researchers 
and others have expressed concerns about a potential link between autism and vaccines 
containing thimerosal, a preservative used to reduce the possibility of bacterial or fungal 
contamination of vaccines. Other than minor effects like swelling and redness at the 
injection site due to sensitivity to thimerosal, there is no definitive evidence of harm 
caused by the amounts of thimerosal in vaccines. 

After an FDA analysis of the potential mercury content of the full recommended 
childhood vaccination services and concern about the health effects of mercury exposures 
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from all sources in mid- 1999, the United States Public Health Service agencies, including 
NIH, FDA, HRSA, and CDC took precautionary action, working collaboratively with the 
American Academy of Pediatrics, the American Academy of Family Physicians and the 
vaccine manufacturers, to begin the voluntary removal of thimerosal preservative from 
the vaccine supply. While the risk of harm from exposure to thimerosal in vaccines was 
only theoretical, the decision was made as a precautionary measure. The elimination of 
mercury from vaccines was judged a feasible means of reducing an infant’s total 
exposure to mercury in a world where other environmental sources of exposure are more 
difficult or impossible to eliminate, such as removal from certain foods and power 
emissions. As a result of this action, all manufacturers are now producing only vaccines 
that are free of thimerosal as a preservative for routine infant immunization, with the 
exception of influenza vaccine. As of January 14, 2003, the final lots of the routinely 
recommended childhood vaccines that contained thimerosal as a preservative, with the 
exception of influenza vaccine, expired. 

CDC’S COMMITMENT TO VACCINE SAFETY 

CDC is actively involved in detecting and investigating vaccine safety concerns and 
supporting a wide range of vaccine safety research to address safety questions. 

Vaccine Safety Datalink Project 

CDC developed the Vaccine Safety Datalink (VSD) project in 1990 to better enhance the 
understanding of rare adverse effects of vaccines. This project is a collaborative effort, 
which utilizes the databases of eight large health maintenance organizations (HMOs). 

The database contains comprehensive medical and immunization histories of 
approximately 7.5 million children and adults. The VSD enables vaccine safety research 
studies comparing incidence of health problems between unvaccinated and vaccinated 
people. Over the past decade, the VSD has been used to answer many vaccine-related 
questions, and has been used to support policy changes that have reduced adverse effects 
from vaccines. 
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CDC recognizes the importance of data sharing when questions are raised regarding a 
particular study’s design and methodology. Therefore, CDC worked with the 
participating HMOs to determine how their clients’ personal medical records can be 
maintained confidentially and the proprietary interests of the HMOs protected, while still 
allowing for external researchers to reanalyze the data from studies which have been 
conducted through the Vaccine Safety Datalink. As a result, CDC has developed a data 
sharing process operated by the National Center for Health Statistics in collaboration with 
the National Immunization Program, which is designed to allow independent researchers 
to replicate or conduct a modified analysis of a previous VSD study, while maintaining 
the confidential and proprietary nature of the data. 

Institute of Medicine Immunization Safety Review Committee 

Another critical part of our vaccine safety efforts is the objective, scientific evaluation of 
safety concerns by independent experts. In collaboration with NIH and other U.S. Public 
Health Service agencies, CDC requested the Institute of Medicine (lOM), one of the 
world’s predominant medical organizations, to conduct independent reviews by 
objective, highly qualified scientific experts to determine: 1) whether the available 
scientific information tends to show, or does not tend to show, vaccines playing a role in 
causation; 2) the level of public health priority the concern should receive; and, 3) 
recommendations for research. The lOM Immunization Safety Review Committee has 
released reports on STET, Multiple Immunizations and Immune Dysfunction, and most 
recently Vaccines and Autism CDC has initiated a broad range of studies to address 
recommendations made by the lOM Immunization Safety Review Committee. 

In October 2001, the lOM Immunization Safety Review Committee published a report on 
the possible association between thimerosal-containing vaccines and neurodevelopmental 
disorders. In this report, the lOM concluded “that the evidence is inadequate to accept or 
reject a causal relationship between exposure to thimerosa! from childhood vaccines and 
the neurodevelopmental disorders of autism, ADHD (attention deficit hyperactivity 
disorder), and speech or language delay.” The lOM made several recommendations 
regarding future research studies including several epidemiological studies. They 
recommended: 



4 




23 



• Case-control studies examining the potential link between 
neurodevelopmental disorders and thimerosal-containing vaccines; 

• Further analysis of neurodevelopmental outcomes in several cohorts of 
children outside the U.S. who participated in a clinical trial of DTaP 
vaccine; and, 

• Conducting epidemiological studies that compare the incidence and 
prevalence of neurodevelopmental disorders before and after the removal of 
thimerosal from vaccines. 

In May 2004, the iOM Immunization Safety Review Committee updated its conclusions and 
recommendations regarding vaccines and autism based on the additional studies that had been done on this 
topic since 2001 . The IOM Immunization Safety Review Committee’s most notable conclusions regarding 
thimerosal-containing vaccines were: 

• thimerosal-containing vaccines are not associated with autism; 

• hypotheses regarding a link between autism and thimerosal-containing vaccines 
lack supporting evidence and are only theoretical; and, 

• future research to find the cause of autism should be directed toward other 
promising lines of inquiry that are supported by current knowledge and evidence 
and offer more promise for providing an answer. 

The Committee also made a number of recommendations in the areas of policy, 
surveillance, and epidemiologic research, clinical studies, and communication in regard 
to thimerosal-containing vaccines, including: 

• the Committee did not recommend a policy review of the current schedule and 
recommendations for the administration of routine childhood vaccines based on 
hypotheses regarding thimerosal and autism; 

• the Committee recommended that cost-benefit assessments regarding the use of 
thimerosal-containing versus thimerosal-free vaccines and other biological or 
pharmaceutical products, whether in the United States or other countries, should 
not include autism as a potential risk; and. 
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• the Committee recommended developing programs to increase public 

participation in vaccine safety research and policy decisions and to enhance the 
skills and willingness of scientists and government officials to engage in 
constructive dialogue with the public about research findings and their 
implications for policy development. 

The Committee has made helpful recommendations about policy and research in the areas 
of vaccine safety and autism. These will be considered in depth by the Public Health 
Service (PHS) agencies and their advisory bodies. At this time, CDC is making no 
changes to the current childhood immunization schedule and recommendations based on 
hypotheses regarding vaccines and autism. 

Vaccine Safety Studies 

CDC takes the issue of vaccine safety very seriously and therefore undertook several 
studies that addressed the lOM recommendations from the 2001 report: 

The first study, the Thimerosal Screening Analysis in the Vaccine Safety Datalink (VSD) 
project, was started in the fall of 1999. The VSD, described earlier, was used to screen 
for possible associations between exposure to thimerosal-containing vaccines and a 
variety of renal, neurologic and developmental problems. In the first phase of this study, 
the CDC used data from the 2 VSD HMDs with automated outpatient data (where more 
subtle effects of mercury toxicity might be seen). In phase I, an association between 
cumulative exposure to thimerosal and tics was found at one HMO. At the other HMO, 
slightly increased risks of language delay were found but there was no increased risk of 
tics. In the second phase of the investigation, CDC investigators examined data from a 
third HMO with similar available automated vaccination and outpatient databases to see 
if these findings could be replicated. Analyses of these data using the same methods as 
the first study did not confirm results seen in the first phase. I should note for the 
committee that it is not uncommon to find associations between health outcomes and an 
exposure of interest when multiple different health outcomes are assessed. To determine 
if those associations are real or occur by change, the usual scientific approach is to 
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conduct other studies to confirm or not confirm the initial results. 1 also want to note that 
a statistically significant relationship between autism and thimerosal was not found in any 
of CDC’s analysis of the VSD data. The findings from this study were published in the 
journal Pediatrics in November 2003. 

CDC and VSD researchers remain committed to clarifying the results encountered during 
the VSD Screening Analysis; therefore, a Thimerosal and Neurodevelopmental Disorders 
(NDD) Follow-Up Study is being conducted. This second study will be designed to 
assess whether preliminary results from automated data used in the Thimerosal Screening 
Analysis can be confirmed using objective neuropsychological testing. The study will 
focus on the conditions found in the first screening analyses and other important 
neurodevelopmental disorders, including language and speech delays and ADHD. The 
design of the new study will address the main drawback of the Thimerosal Screening 
Analysis, which was that children were not objectively assessed on the 
neurodevelopmental disorders of interest. The various VSD HMDs categorize 
neurodevelopmental disabilities in different ways, provide different services for these 
disorders, and often refer children out of the health care network when they are identified 
with these particular disorders. 

The Thimerosal and NDD Follow-Up Study will examine approximately 1,100 children 
between the ages of seven and nine years of age randomly selected from four VSD 
HMDs based on thimerosal exposure during the first seven months of life. All 1,100 
children will be assessed using a standardized set of neuropsychological test batteries. 

The proposal for this study was presented to a panel of external consultants including a 
consumer representative in March of 2001. The panel of external consultants continues to 
provide individual input into the design and the conduct of the study. Data collection is 
nearing completion. The neuropsychological testing of the children has been completed 
and currently their medical records are being reviewed. The preliminary study results 
should be available for review by the external consultants by the spring of 2005. 
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Several additional studies are being planned to address additional issues raised by the 
lOM. These include: 

The Vaccine Safety Datalink Thimerosal and Autism Study is a case-control study that 
will begin data collection this fall and will complement the Thimerosal and NDD Follow- 
Up Study. Autism cases identified through review of automated medical records from 
three VSD HMOs will be assessed objectively by using standardized autism assessment 
tools. Three controls per case will be selected from the same HMOs. 

CDC is also funding a follow-up study of a group of Italian children who had participated 
in a prior DTaP trial in the 1990’s in which thimerosal exposure was randomly allocated. 
A pilot study has determined the feasibility of recruiting these participants for a follow- 
up study of neurodevelopmental outcomes. The children will be evaluated using a 
similar test battery as in the Thimerosal and NDD Follow-Up Study. Testing of children 
for the main study will begin this fall. 

Two other studies are being planned to examine changes over time in the diagnosis of 
neurodevelopmental delays including autism. These studies use inpatient and outpatient 
discharge diagnoses to compare rates of these conditions over time with changes in levels 
of thimerosal in recommended childhood vaccines. Because recommendations for the 
removal of thimerosal from vaccines did not occur until 1999, several years of data 
following the removal of thimerosal are necessary for these comparisons to be made. 
Thus, results will not be available until 2006 or later. 

BENEFITS OF VACCINES 

While we remain vigilant to assure the safety of vaccines, we must also remember that 
vaccines benefit the public by protecting persons from infectious diseases and their 
consequences e.g. liver cancer. Continued high U.S. vaccination rates are crucial to 
prevent the spread of diseases such as measles, pertussis (whooping cough) and rubella 
among U.S. children. Current measles coverage is approximately 91 percent in children 
19-35 months old and about 97 percent at school entry, and only about 100 cases of 
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measles have been reported per year; many of the cases are imported; and ongoing 
indigenous transmission of measles no longer occurs. From 1989-91, a measles epidemic 
in the United States led to more than 55,000 cases of measles and more than 1 1,000 
hospitalizations, with 123 deaths in three years. Before this epidemic, vaccination 
coverage was estimated at 61-66 percent nationally and at 51-79 percent in 15 major 
cities. These outbreaks stopped only when vaccination coverage increased. Thus, if pre- 
school coverage dropped by 25-30 percent below the current level, large measles 
outbreaks are likely to occur once again. Additionally, pertussis has continued to be a 
public health threat. For example, in 2003, there were 1 1,647 reported pertussis cases 
with 1 9 reported deaths. 

Vaccines are cited as one of the greatest achievements of biomedical science and public 
health in the 20th century. We can point to the remarkable success we have had in 
controlling numerous infectious diseases which used to be widely prevalent in the United 
States, including polio, measles, and pertussis. In fact, several of these vaccine- 
preventable infectious diseases are associated with developmental disabilities, including 
Haemophilus influenzae type b (Hib) and congenital rubella syndrome (CRS). Prior to 
routine immunization with Hib vaccine, of young children who developed Hib 
meningitis, 5 percent died and another 15 to 30 percent were left with residual brain 
damage leading to language disorders and mental retardation. 

The threats posed by vaccine-preventable diseases are known and real. The viruses and 
bacteria that cause vaccine-preventable diseases still circulate in the U.S. and around the 
world. Maintaining vaccination coverage and high levels of immunity are crucial to 
protect the U.S. population and to continue progress toward elimination of diseases that, 
at one time, caused millions of infections in the U.S, each year and that globally remain 
the leading causes of death, 
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CONCLUSION 

CDC remains committed to collecting accurate data on the prevalence of autism, 
conducting public health research on autism, and conducting studies on vaccine safety. 
Vaccines are one of our most valuable weapons against disease and have afforded us one 
of our proudest achievements in public health. Autism research and monitoring will 
continue to be high priorities for CDC. Such efforts will be essentia! in answering key 
questions about whether autism is increasing over time, determining the cause(s) of this 
condition, and ultimately developing prevention strategies. In addition to these critical 
efforts, we also realize the need to act on existing science to improve the lives of children 
already living with this condition by promoting developmental screening and 
intervention. We want each child to be bom healthy and to grow and develop to their full 
potential. 

Thank you, Mr. Chairman and Members of the Committee, for the opportunity to testify 
before you today. Dr. Boyle and 1 would be happy to answer any questions that you may 
have. 
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Mr. Burton. Thank you for your testimony. Everybody knows 
the value of vaccinations. And every time you testify, you tell us 
how valuable they’ve been. And we already know that. 

We’re not here to say that vaccinations aren’t important. They’re 
very important. They’ve given us the highest quality of life of any 
civilization in the history of mankind. That isn’t what we’re talking 
about. We’re talking about why they’re putting mercury in vaccina- 
tions and why it’s never been tested since 1929 when Lily devel- 
oped it. 

Mr. Egan. 

STATEMENT OF WILLIAM EGAN, PH.D., ACTING DIRECTOR, OF- 
FICE OF VACCINES RESEARCH AND REVIEW, CENTER FOR 
BIOLOGICS EVALUATION AND RESEARCH, FOOD AND DRUG 
ADMINISTRATION, DEPARTMENT OF HEALTH AND HUMAN 
SERVICES 

Mr. Egan. Mr. Chairman and members of the committee, I am 
Dr. William Egan, the Acting Director for the Office of Vaccines Re- 
search and Review of the Food and Drug Administration Centers 
for Biologies Research and Review. 

FDA’s Office of Vaccine Research and Review is responsible for 
the regulation and oversight of vaccines in the United States. On 
behalf of the FDA, I appreciate the opportunity to participate in 
this hearing as the committee explores the hypothesized link be- 
tween thimerosal in vaccines and autism. I want to assure the com- 
mittee, the public and the parents who are here today that FDA 
takes this issue and their concerns very seriously. 

As you know, vaccines have contributed to a significant reduction 
in many childhood diseases, such as diphtheria, polio, measles and 
whooping cough. It is now rare for American children to experience 
the devastating effects of these illnesses, and infant deaths due to 
these diseases have essentially disappeared in countries with high 
vaccination coverage, such as the United States. 

As a recent example, prior to the introduction of a vaccine in 
1985, an estimated 20,000 cases of invasive hemophilus influenza 
type A disease, primarily meningitis, occurred each year in the 
United States. Now because of widespread vaccination, the number 
of cases of invasive HIB disease have decreased by more than 98 
percent. In the United States, HIB disease had been the leading 
cause of acquired mental retardation. 

Although vaccines have contributed greatly to the health and 
well-being of our children, we must nonetheless be vigilant for any 
potential safety concerns that are related to these vaccines. In re- 
sponse to Section 413 of the Food and Drug Administration Mod- 
ernization Act of 1997, FDA conducted a review of, among other 
things, the use of thimerosal in childhood vaccines. This review led 
to the realization that some children, during the first 6 months of 
life, may receive amounts of ethylmercury from the preservative 
thimerosal in excess of EPA guidelines for methylmercury, while 
though not the guidelines for either the ATSDR or the FDA. 

Although there were no known risks from these levels of thimer- 
osal in vaccines, the Public Health Service, along with the Amer- 
ican Academy of Pediatrics and the American Academy of Family 
Physicians, thought that it was prudent to reduce childhood expo- 
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sure to mercury from all sources, including vaccines, whenever pos- 
sible. Consistent with this goal, FDA has encouraged and worked 
with manufacturers to develop new vaccines and new vaccine for- 
mulations that are either thimerosal-free or contain only trace 
amounts of thimerosal. 

We are pleased to report that FDA actions have resulted in a 
marked reduction in thimerosal exposure from vaccines. At this 
time, with the exception of the influenza vaccine, and I will address 
this vaccine in a moment, all of the routinely recommended pedi- 
atric vaccines, DTAP, hepatitis B, the pneumococcal conjugate vac- 
cine, IPV, the HIB conjugate vaccine, MMR and varicella that are 
currently manufactured for the U.S. market are either thimerosal- 
free or contain only trace amounts of residual thimerosal. 

As just noted, the exception is the inactivated influenza virus 
vaccine that has only recently been recommended for routine use 
in a pediatric population 6 months through 23 months of age. FDA 
has approved two preservative-free formulations of the inactivated 
influenza vaccine containing only a trace of mercury from thimero- 
sal. One of these formulations is approved for use in the pediatric 
population. The other is not, it’s for children above the age of 4. 
The two licensed manufacturers of the injectable form of the vac- 
cine also do market this product in a thimerosal preservative-con- 
taining formulation. 

The reduction or elimination of thimerosal was in principle 
achievable because over time, it has been possible to replace multi- 
dose vials with single dose vials which do not require a preserva- 
tive. Prior to this initiative to reduce or eliminate thimerosal from 
childhood vaccines, the maximum cumulative exposure to mercury 
as ethylmercury via the routine pediatric vaccinations during the 
first 6 months of life was approximately 187.5 micrograms. The 
vaccines with trace amounts of thimerosal licensed to date contain 
less than 1 microgram of mercury per dose. 

With the newly formulated vaccine, the maximum cumulative ex- 
posure during the first 6 months of life is less than 3 micrograms 
of mercury. This use of vaccines with no thimerosal or only trace 
amounts of thimerosal represents a greater than 98 percent reduc- 
tion from previous maximum exposure to young infants. A table 
listing vaccines, preservative contents and the manufacturers can 
be found on FDA’s Web site. 

Although not administered to children below the age of 6 months, 
the influenza vaccine could add an additional 25 micrograms of 
mercury during the first year of life if each of the two doses that 
were administered both contain thimerosal as a preservative. Since 
the FDA last appeared before the committee to discuss this issue, 
we have approved several vaccines, new vaccines that are either 
thimerosal-free or contain only a trace amount of thimerosal. 

These are Pediarix, which is a combination diphtheria, tetanus, 
toxoid and acellular pertussis vaccine with hepatitis B and inac- 
tivated polio vaccine. And this is manufactured by 
GlaxoSmithKline. Decovax, a tetanus and diphtheria toxoid ab- 
sorbed vaccine, for adult use, mainly for ages 7 and up, manufac- 
tured by Aventis Pasteur Inc. A diphtheria and tetanus toxoids DP 
vaccine for pediatric use, this is also manufactured by Aventis Pas- 
teur Inc. And a tetanus and diphtheria absorbed TB vaccine for 
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adult use manufactured by Aventis Pasteur Ltd. In addition, a live 
attenuated influenza virus vaccine that is thimerosal-free, Flu 
Mist, that was manufactured by Metamune, was licensed in 2003. 

The Immunization Safety Committee of the Institute of Medicine 
has completed two reviews of studies addressing a potential link 
between thimerosal-containing vaccines and autism that are rel- 
evant to this hearing today. The first lOM review was conducted 
in 2001. In 2001, based on the data then available, the lOM con- 
cluded that the body of data was inadequate to either accept or re- 
ject a causal relationship between thimerosal-containing vaccines 
and neurodevelopmental disorders, including autism. 

The committee, prompted by an accumulation of new data, re-re- 
viewed this issue of the potential causal relation between thimero- 
sal-containing vaccines and autism in 2004. Based on a review of 
the full body of data, which included epidemiological studies from 
the United States, Denmark, Sweden and the United Kingdom, the 
committee concluded, “Thus, based on this body of evidence, the 
committee concludes that the evidence favors rejection of a causal 
relationship between thimerosal-containing vaccines and autism.” 

The FDA has succeeded in reducing children’s exposure to mer- 
cury from vaccines during the first 6 months of life. It continues 
toward reducing everyone’s thimerosal exposure through vaccines. 
With the exception of the inactivated influenza vaccine, which just 
this year was added to the list of routinely recommended pediatric 
vaccines, all routinely recommended licensed pediatric vaccines 
that are currently being manufactured in the United States now 
contain no thimerosal or only trace amounts of thimerosal. FDA, 
together with our colleagues within the other HHS agencies, will 
continue to study data relating to the incidence and etiology of au- 
tism. 

I would be happy to respond to any questions from the commit- 
tee. 

[The prepared statement of Dr. Egan follows:] 
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Introduetion 

Mr. Chairman and Members of the Committee, I am Dr. William Egan, Acting Director, 
Office of Vaccines Research and Review (OVRR), of the Food and Drug Administration’s 
(FDA or the Agency) Center for Biologies Evaluation and Research (CBER). CBER’s 
Office of Vaccines Research and Review is responsible for the regulation and oversight of 
vaccines in the United States. On behalf of FDA, 1 appreciate the opportunity to participate 
in this hearing as the Committee explores the hypothesized link between thimerosal in 
vaccines and autism. I want to assure the Committee, the public and, the parents who are 
here today, that FDA takes their concerns very seriously. I will take this opportunity to 
explain FDA’s ongoing efforts to ensure that vaccines in the U.S. are safe and effective. 

As you know, vaccines have contributed to a significant reduction in many childhood diseases 
such as diphtheria, polio, measles, and whooping cough. It is now rare for American children 
to experience the devastating effects of these illnesses and infant deaths due to these diseases 
have essentially disappeared in countries with high vaccination coverage, such as the U.S. 

As a recent example, prior to the introduction of a vaccine in 1985, an estimated 20,000 cases 
of invasive Haemophilus influenzae type b (Hib) disease, primarily meningitis, occurred each 
year in the U.S. Now, because of widespread vaccination, the number of cases of invasive 
Hib disease has decreased by more than 98 percent; in the U.S., Hib disease was the leading 
cause of acquired mental retardation. Although vaccines have contributed greatly to the 
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health and well being of our children, we must nonetheless be vigilant of any potential safety 
concern related to vaccines. 

Thimerosal Reduction in Vaccines 

In response to Section 413 of the Food and Drug Administration Modernization Act 
(FDAMA) of 1 997, FDA conducted a review of, inter alia, the use of thimerosal in childhood 
vaccines. This review led to the realization that some children, during their first 6 months of 
life, might receive amounts of ethylmercury, from the preservative, thimerosal, in excess of 
the Environmental Protection Agency’s guidelines for methylmercury, although not the 
Agency for Toxic Substances and Disease Registry or FDA guidelines. Although there were 
no known risks from these levels of thimerosal in vaccines, the Public Health Service, along 
with the American Academy of Pediatrics and the American Academy of Family Physicians 
felt that it was prudent to reduce childhood exposure to mercury from all sources, including 
vaccines, as feasible. 

Consistent with this goal, FDA has encouraged and worked with manufacturers to develop 
new vaccines and new vaccine formulations that are either thimerosal-free or contain only 
trace amounts of thimerosal as a preservative. 

We are pleased to report that FDA actions have resulted in a marked reduction in thimerosal 
exposure from vaccines. At this time, with the exception of the influenza vaccine - and I will 
address this vaccine in a moment, all of the routinely recommended licensed pediatric 



2 





35 



vaccines (DTaP, Hepatitis B, pneumococcal conjugate, IPV, MMR, and varicella) that are 
currently manufactured for the U.S. market are either thimerosal-free or contain only trace 
amounts of thimerosal. As just noted, the exception is the inactivated influenza virus vaccine 
that has only recently been recommended for routine use in a pediatric population, 6 months 
through 23 months of age. FDA approved two preservative-free formulations of the 
injectable influenza vaccine containing only a trace of mercury from thimerosal. One of 
these formulations is approved for use in the pediatric population. The two licensed 
manufacturers of the injectable influenzae vaccine also market their product in a thimerosal 
preservative-containing formulation. 

The reduction or elimination of thimerosal was, in principle, achievable because over time it 
was possible to replace multi-dose vials with single dose vials, which do not require a 
preservative. 

Prior to this initiative to reduce or eliminate thimerosal from childhood vaccines, the 
maximum cumulative exposure to mercury as ethylmercury via routine childhood 
vaccinations during the first 6 months of life was approximately 1 87.5 micrograms. The 
vaccines with trace amount of thimerosal licensed to date contain less than 1 microgram of 
mercury per dose. With the newly formulated vaccines, the maximum cumulative exposure 
during the first 6 months of life is less than three micrograms of mercury. This use of 
vaccines with no or only trace amounts of thimerosal represents a greater than 98 percent 
reduction from previous maximum exposure in young infants. A table listing vaccines. 



3 




36 



preservative contents and manufactures and can be found on FDA’s website: 
v/ww.fda.gov/cher/vaccine/thimerosal.htm. Although not administered to children below the 
age of 6 months, the influenza vaccine could add an additional 25 micrograms of mercury 
during the first year of life, if each of the two doses contains thimerosal as a preservative. 
Since FDA last appeared before the Committee to discuss this issue, we have approved the 
following vaccines that are either thimerosal-ffee or contain only a trace amount of 
thimerosal: 

• Pediarix: Diphtheria & Tetanus Toxoids & Acellurlar Pertussis Vaccine Adsorbed, 
Hepatitis B and Inactivated Poliovirus Vaccine Combined manufactured by 
GlaxoSmithKline Biologies. 

• DECAVAC: Tetanus and Diphtheria Toxoids Adsorbed (Td), for adult use 
manufactured by Aventis Pasteur, Inc. 

• Diphtheria and Tetanus Toxoids Adsorbed (DT), for pediatric use, manufactured by 
Aventis Pasteur, Inc. 

• Tetanus and Diphtheria Toxoids Adsorbed (Td) for adult use, manufactured by 
Aventis Pasteur Ltd. 

In addition, a live-attenuated influenza vaccine that is thimerosal free, FIuMist, manufactured 
by Medimraune, was licensed in 2003 for those 5-49 years of age. 

Institute of Medicine flOM) Review 

The Immunization Safety Review Committee of the Institute of Medicine (lOM) completed 
two reviews of studies addressing a potential link between thimerosal containing vaccines and 
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autism that are relevant to this hearing today. The first lOM review was conducted in 2001 . 
In 2001 , based on the data then available, the lOM concluded that the body of data was 
inadequate to either accept or reject a causal relationship between thimerosal-containing 
vaccines and neurodevelopmental disorders, including autism. The Committee, prompted by 
the accumulation of considerable new data, re-reviewed this issue of a potential causal 
relationship between thimerosal-containing vaccines and autism in 2004. Based on a review 
of this full body of data, which included epidemiological studies from the United States, 
Denmark, Sweden, and the United Kingdom, the Committee concluded: “Thus, based on this 
body of evidence, the committee concludes that the evidence favors rejection of a causal 
relationship between thimerosal-containing vaccines and autism.” 

Conclusion 

FDA has succeeded in reducing children’s exposure to mercury from vaccines during the first 
6 months of life and continues to work toward reducing everyone’s thimerosal exposure 
through vaccines. With the exception of the inactivated influenza vaccine, which just this 
year was added to the list of routinely recommended pediatric vaccines, all routinely 
recommended licensed pediatric vaccines that are currently being manufactured for the U.S. 
market contain no thimerosal or only trace amounts of thimerosal. FDA, together with our 
colleagues within the other Health and Human Service agencies, will continue to study data 
relating to the incidence and etiology of autism. 

1 would be happy to respond to any questions. 



5 




38 



G:\WP\CBER,CDRH-ADMIN\Hearings\Buiton-Vaccines and Autism 9-8-04\Testimony - 
Final Draft.doc 



6 




39 



Mr. Burton. Thank you, Dr. Egan. 

You quoted the lOM study. I understand there were 14 or 15 
studies that were included in that research that they did. One was 
from Denmark. The government of Denmark, as I understand it, 
administers these vaccines over there. And if they admitted that 
there was a problem with the mercury in the vaccines, the govern- 
ment could be held liable, is that not correct? 

Mr. Egan. I don’t know what the liability issue is. 

Mr. Burton. Well, in any event, they have a vested interest in 
it. There were five studies that were pretty much discounted by 
reputable groups that said that there was a causal relationship be- 
tween the mercury in vaccines and autism that were discounted by 
the lOM. It has been the opinion of not only myself but other Mem- 
bers that the pharmaceutical industry has a great deal of influence 
on a lot of these decisions. 

And as a result, we continue to see reports come out saying, oh, 
there’s no relationship between the mercury in vaccines and au- 
tism. And yet we’ve gone from 1 in 10,000 children that are autistic 
to, according to CDC, 1 in 166. Is that not correct. Dr. Wharton? 

Dr. Wharton. Yes, in our written testimony, it’s 2 to 6 per 1,000 
in our recent study in Atlanta. 

Mr. Burton. Two to six per thousand, yes. 

Dr. Wharton. Yes. 

Mr. Burton. Well, it was 1 in 10,000 before. And according to 
what we got from CDC, it’s 1 in 166 now. 

Dr. Wharton. That’s for all autism spectrum disorders, for au- 
tism, a report that was published last year was 3 per 1,000. 

Mr. Burton. Would you find the difference between the 1 in 166 
and the 2 in 1,000? 

Dr. Wharton. Find the difference? 

Mr. Burton. Yes, what’s the difference? 

Dr. Wharton. The one includes a much narrower definition of 
autism. The other one includes pervasive developmental disorders 
and other issues, such as Asperger’s syndrome. 

Mr. Burton. Sounds like to me you’re mincing words. The fact 
is, more and more kids are being damaged and becoming autistic, 
is that not correct? 

Dr. Wharton. The rate of autism does appear to be higher than 
it was, as you mentioned earlier. 

Mr. Burton. Is mercury considered a toxic substance? 

Mr. Egan. Yes. 

Mr. Burton. It is? 

Mr. Egan. Yes. 

Mr. Burton. Is it considered a toxic substance? 

Dr. Wharton. Yes. 

Mr. Burton. Do we still allow it to be put into thermometers? 
Do we put it into thermometers any more? I remember when we 
were kids, we didn’t know better, we’d play with that mercury. Is 
it available like that any more? 

Mr. Egan. I actually don’t know. I don’t think I’ve seen them. 

Mr. Burton. The answer I think is no. 

Mr. Egan. I think they’re in the water pressure rises, but I’m not 
sure. 
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Mr. Burton. Well, that may be. I know I have a friend that 
works in the things that set the heat in your house, and they’re 
going to try to get the mercury out of those, because it’s toxic, and 
because they put it in landfills when they don’t work and it gets 
into the water system and the water supply and it leaches into peo- 
ple through the water. And we just got the report from the Great 
Lakes, I think, that there are unsafe levels of mercury in our 
water. 

So mercury is a toxic substance. And you keep talking about thi- 
merosal. We’re talking about mercury. Mercury is a part of the thi- 
merosal. So when we talk about, when you give your testimony. I’d 
just as soon you say mercury instead of thimerosal. Thimerosal is 
a way to kind of cover up that it contains mercury. 

What level is safe? You gave us an amount. Dr. Egan. What level 
is safe? 

Mr. Egan. I can only quote the different guidelines that have 
been put forth on the basis of the number of studies. 

Mr. Burton. What studies? 

Mr. Egan. That were conducted by the studies in the Seychelles, 
studies that were in the Faroe Islands, estimates from accidental 
mercury exposures. 

Mr. Burton. So what level is safe? 

Mr. Egan. Well, there are various levels for different purposes. 

Mr. Burton. Does it vary from person to person because of their 
ability to reject or live with it? 

Mr. Egan. Yes, there are certainly differences between people 
and between a developing fetus and a child. 

Mr. Burton. So there’s really no real scientific evidence that 
says, this amount of mercury in a person’s body is safe and this 
amount is not safe from person to person? 

Mr. Egan. Well, I guess, yes, the guidelines that the EPA got 
were 0.1 micrograms of mercury per kilogram of body weight per 
day. 

Mr. Burton. That’s kind of subjective, though, isn’t it? I mean, 
I don’t understand how they came up with that. 

Mr. Egan. Well, from the studies that they did, looking for ab- 
normalities or where, developmental abnormalities or behavioral 
abnormalities. And based on those ranging studies that were unfor- 
tunately the result of accidents and looking for what the damage 
of thimerosal was, they got this level which they said was a level, 
their reference dose, which is the dose that they felt 

Mr. Burton. They felt. 

Mr. Egan [continuing]. Could be taken into the body every day 
over a lifetime with no observed effect. 

Mr. Burton. Has thimerosal ever really been tested? Has thi- 
merosal ever been tested by our health agencies? 

Mr. Egan. Only in those early tests that you know of that were 
done by Lily. 

Mr. Burton. When was that? That was done in 1929. Let’s fol- 
lowup on that. In 1929, they tested this on 27 people that were 
dying of meningitis. All of those people died of meningitis, so they 
said there was no correlation between their death and the mercury 
in the vaccines. That is the only test that’s ever been done on thi- 
merosal that I know of. Can you think of any other? 
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Mr. Egan. No, in people, no. Except for accidental exposures over 
time. 

Mr. Burton. So we have mercury that’s being put into people’s 
bodies in the form of this preservative, and has been since the 
1930’s, and it’s never been tested by our health agencies. And yet 
you folks come here and you testify that there’s no conclusive evi- 
dence, and the lOM says, they favor, get this, they don’t say they’re 
sure, they say they favor rejection of a causal relationship between 
mercury and autism and other neurological disorders. Nobody ever 
gives a categorical statement, that no, mercury does not cause this, 
no, it doesn’t. And that’s because you can’t do it. 

So why in the world are we even putting a little bit of it in vac- 
cinations? Why are we doing that? Why? Can’t we create single 
shot vials of these various vaccinations that does not require mer- 
cury being put in them? Can we come up with another preserva- 
tive, a way to preserve these vaccinations so they don’t put the 
toxic chemical mercury into our bodies? 

Mr. Egan. I can’t speak to finding another preservative. That’s 
a very, very difficult issue. And I don’t know if it’s possible to find 
something that works as well to replace thimerosal. 
Tuthemoxyethanol seems to work in some cases. 

Mr. Burton. How about if you 

Mr. Egan. We are diligently working, as we have testified today 
and previously, toward eliminating thimerosal mercury from vac- 
cines as quickly as can be done. But there are many issues that 
are involved in doing this. If we were to say tomorrow that all vac- 
cines, for example, all flu vaccines could only be administered in 
single dose syringes or single dose vials, the capacity to fill those 
does not exist. 

Mr. Burton. Well, you know, right now we have a new vaccine 
that’s being tested on people below the age of 50 that doesn’t con- 
tain thimerosal that you administer through your nose. It’s not 
even a shot. Are you familiar with that? 

Mr. Egan. Yes, that’s the vaccine that I spoke of. 

Mr. Burton. Does it contain mercury? 

Mr. Egan. No, that’s thimerosal-free. 

Mr. Burton. Yes. So you can do it. Now, let me ask you, do we 
have a 

Mr. Egan. And other manufacturers are working toward that, 
and have put out the vaccines that are thimerosal reduced. 

Mr. Burton. The vaccines that we have in the marketplace that 
are now thimerosal-free, do we have vaccines that were made with 
thimerosal that does the same thing that’s still on the shelves that 
doctors are using? 

Mr. Egan. If I understand your question 

Mr. Burton. In other words, there’s a shelf life. 

Mr. Egan. Yes, are there any of the routinely recommended pedi- 
atric vaccines that should be on the shelf now, the answer is no. 
To the best of my knowledge, they’ve all gone past their expiration 
date. 

Mr. Burton. They’ve all gone past it, so there’s none on the 
shelves? 

Mr. Egan. I was actually somewhat surprised with your opening 
comment, and I would certainly like to know 
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Mr. Burton. I’ve been told that there are some children’s vac- 
cines that are still being utilized that contain mercury that now are 
being produced mercury-free. And you’re saying that’s not so? 

Mr. Egan. Unless you mean trace amounts of thimerosal. 

Mr. Burton. Wait a minute, hold it. I don’t want to monopolize 
this, I want to let my colleagues answer questions and we’ll come 
back. 

Mr. Egan. But I would appreciate 

Mr. Burton. What is a trace amount? 

Mr. Egan. We define that as meaning less than 1 microgram of 
mercury per dose. 

Mr. Burton. OK. Now, my grandson got nine shots in 1 day, 
seven of which contained mercury. So if he got the very small 
amount, he’d be getting maybe 9 micrograms, right? 

Mr. Egan. No, much less than that. Because the maximum that 
we calculate that a child could receive now during the first 6 
months of life is somewhat less than 3. A number of these vaccines 
with defined trace as less than 1, some of them have considerably 
less than 1. 

Mr. Burton. But that amount of mercury would not do any neu- 
rological damage to anybody? 

Mr. Egan. Not according to any guideline. 

Mr. Burton. No, no, no, no. I want you to say yes or no. 

Mr. Egan. I do not believe so. 

Mr. Burton. You do not believe so. I didn’t say believe. Can you 
say to me right now that amount of mercury being injected into a 
baby will not hurt it? 

Mr. Egan. It’s impossible to make those categorical statements 
with 100 percent 

Mr. Burton. That’s right. So it is possible that the amount of 
mercury that’s being injected, even in trace amounts, could damage 
a child neurologically, right? 

Mr. Egan. I don’t think it has that capacity, no. We can argue. 

Mr. Burton. I know, but you don’t think it is, but you can’t say 
categorically, can you? 

Mr. Egan. Do I have evidence for every single child, for every 
possible dose, the answer is no. 

Mr. Burton. There you go. Let me yield to Ms. Watson, and I’d 
like to ask a few more questions after my colleagues ask questions. 

Ms. Watson. Thank you. In the State of California, we had prop- 
osition 65 a decade ago that the kinds of toxins that are available 
in the environment, and the goal of establishing the list was to be 
sure we diminish the risks that citizens are under by being exposed 
to these toxics. Mercury is at the top of the list, and I understand 
that WHO had an international ruling that mercury should come 
out of all thermometers. 

Congressman Burton and I have sponsored H.R. 1618 to phase- 
out mercury-based fillings and to ban their use immediately for 
children and pregnant women. As far as can be determined, based 
on scientific evidence at this point that even trace elements can do 
harm in the fetus, and I understand mercury is biocumulative. So 
what are the safe dosages are, the safe amounts to use in dental 
amalgams or fillings? Can either one of the three, any of you re- 
spond? 
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Mr. Egan. Unfortunately, we were not aware that this hearing 
was also going to go into dental amalgams, or else it would have 
been possible for us to have somebody from the Center for Medical 
Devices. 

Ms. Watson. Let’s talk about mercury. Mercury’s infusion into 
the body, what are the safe amounts? Do you have any idea? 

Mr. Egan. Well, the EPA guidelines where they said there 
should be no adverse effect if continuously received over a lifetime 
was 0.1 microgram per kilogram of body weight per day. That was 
designed to protect the developing fetus, which they felt, and I 
think rightly so, was much more sensitive to any potential harm. 
The ATSDR and FDA standards, guidelines are somewhat higher. 

Ms. Watson. If we know and we have empirical evidence that 
mercury is very toxic to the human body and to the environment, 
the exposure of mercury creates a real challenge for us, why is it 
that we don’t eliminate it from all products that are ingested or 
used internally? And we have a whole different set of issues, the 
external, getting rid of mercury. Why is it that we still use trace 
amounts or larger amounts, thimerosal, why do we use it in other 
products? We’ll just leave dental amalgams on the table for the 
time being. 

Mr. Egan. OK, thank you. Well, certainly for the vaccines and 
the use of thimerosal, we have been working diligently to remove 
thimerosal from these products as quickly as we can. It’s not pos- 
sible to do these overnight. If one wants to develop a process, a 
manufacturing process that’s completely preservative free, one has 
to develop a new manufacturing process and validate it, present 
that data to FDA, have it reviewed. 

If we talk about removing the thimerosal at the end, or not get- 
ting it, there are a number of issues about the quality of the prod- 
uct and the nature and quality of the product having done this. 
Data have to be generated and submitted to FDA and these need 
to be reviewed. 

All of this switchover takes time. Moreover, the primary way 
that, you know, we haven’t been able to find, or there aren’t very 
good alternative preservatives, the non-mercury containing ones. 
So what people have done, the manufacturers have done, is pri- 
marily switch to single dose files or prefilled syringes, which do not 
require a preservative. The preservative is needed because you go 
into the vial many times, it can be bacterially contaminated and 
then you get bacterial infections. So it’s to prevent that, that the 
preservative is there. 

But switching over to these single dose vials, preservative-free, 
again requires validating that these can be filled aseptically. Be- 
cause we don’t want to create other problems. Moreover, the capac- 
ity to put these many doses of vaccines in these single does vials 
of syringes doesn’t exist at the moment, although manufacturers 
are working toward that. 

So we do have some vaccine out there now that’s thimerosal-free. 
There was last year for the pediatric population. There is this year 
for the pediatric population. Much of it goes unsold. The uptake is 
not as high as I would like. 

But we’re working toward this goal in the face of these number 
of studies that say that there are no effects of thimerosal in vac- 
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cines on neurodevelopmental disorders. But because, as you and 
Chairman Burton have pointed out, it is a neurotoxin and we are, 
the public health service is committed to removing it whenever pos- 
sible. As you said, and California has done 

Mr. Burton. If the gentlelady would yield, the lOM report that 
was done that you quoted a while ago, weren’t there five studies 
that they discounted, five studies they discounted that said that 
thimerosal was a contributing factor to neurological disorders, in- 
cluding autism? 

Mr. Egan. Well, they looked at all the studies that were 

Mr. Burton. I’m just asking, weren’t there five that they dis- 
counted from various sources that did conclude that autism was 
caused by the mercury in vaccine? 

Mr. Egan. I don’t know if discounted is the right word to use. 
They looked at all the studies, some they felt I think were more 
credible than others. I think we’ll need to have 

Mr. Burton. Let me just say that there were five studies that 
did say there was a connection between the mercury and neuro- 
logical disorders, including autism. There were five, they dis- 
counted those. 

Thank you for yielding. 

Ms. Watson. Do you remember mercurochrome? 

Mr. Egan. Sure. We used it all the time. 

Ms. Watson. Yes, I did too, as a child. 

Mr. Egan. Every cut got it. 

Ms. Watson. How long did it take to remove it from the Amer- 
ican market? I know you can get it in foreign countries. How long 
did it take to declare that mercurochrome was toxic and have it re- 
moved? 

Mr. Egan. That’s something regulated by our Center for Drugs. 
I’ll have to get back to you on the status of what that was, when 
it was removed and for what reason. 

Ms. Watson. We know the statutes, I just wanted to know the 
length of time. You don’t have the answer so let me move on. 

Mr. Egan. Someone else would have to answer that for you. 

Ms. Watson. I don’t know why the process takes so long, when 
we know, I mean, intellectual honesty tells us that mercury, if it 
is ingested, has a negative effect on the body. If we know that, why 
doesn’t CDC or FDA move toward as quickly as possible trying to 
remove it from use? Anyone want to speculate on that? 

Mr. Egan. I’d be happy to take a shot. I think we are. And we, 
the CDC and the manufacturers 

Ms. Watson. That gives me some hope. 

Mr. Egan. I think we’ve done pretty good with all the pediatric 
vaccines and now we’re talking about flu. But as was mentioned 
before, this is a very devastating disease. Now 

Ms. Watson. We’re not talking about the disease. Let me ask the 
question. Can you respond why it’s taking so long when we know 
the level of toxicity of mercury to have our leading agencies come 
out and say, our goal is to remove it from all these products? 

Mr. Egan. The first issue is, thimerosal is in there during the 
manufacturing process. I’ll just talk about one of the companies. 
We need about 100 million doses of flu vaccine per year in the 
United States. Now, when they take the thimerosal out at the end. 
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they lose about 30 percent of that, a third of that. So that would 
mean that if we said we could only have the thimerosal-reduced 
vaccine, containing a trace, we would have much, much less vac- 
cine available, maybe 70 million doses instead of 100 million doses. 

The second issue is even if we had all of this thimerosal-reduced 
vaccine containing only the traces, they don’t have the capacity at 
this time to put it into the single dose vials and syringes, so they 
couldn’t get it out. 

Ms. Watson. Who doesn’t? 

Mr. Egan. The manufacturers. They are addressing that, they 
are building new plants, new manufacturing suites. They are devel- 
oping new manufacturing processes that don’t require thimerosal 
in them. And we do have some of them now, the thimerosal-re- 
duced vaccine out there. And as Mr. Burton just noted, we also 
have the inactivated. I’m sorry, the live attenuated vaccine, which 
has none. 

And we are going there. But developing these processes and vali- 
dating and building the plants and building the filling suites takes 
a considerable amount of time. 

Ms. Watson. My final question, where are the various agencies 
of Government that are involved in focusing on these products, 
what is your goal? What would you like to see? What would you 
like to promote, those of you that are involved? I think there are 
a set of facts already known about mercury as an ingredient in any 
substance, any product. What are you aiming for, what would you 
like to see? 

Mr. Egan. What I have been aiming for and what I would like 
to see is only thimerosal-free products, both for children and 
adults. 

Ms. Watson. Very good. Because you see, that helps me in terms 
of being a policymaker, knowing where we need to go. And if I 
know that we have our various agencies of Government with us, 
then it encourages us to continue down this same way. Thank you 
very much, Mr. Chairman. 

Mr. Burton. Thank you. Before I yield to my colleague, let me 
just say that I was chairman of the full committee for 6 years. I 
have now been chairman of this subcommittee for 2 years. That’s 
8 years. We’ve been talking about this since I first started as chair- 
man, maybe 7 years ago. 

All I can say is, I don’t know how long it’s going to take. I hope 
it happens in my lifetime. You’re saying, well, you need to work to- 
ward that, for single shot vials, you need to work toward getting 
thimerosal out of these products, or mercury out of these products. 
We’ve been after this now for 8 years. 

Now, progress is being made, but sometimes I feel like it’s pull- 
ing a wisdom tooth, where they get into your mouth with both feet 
and both hands and they’re in there jerking that tooth out and it’s 
just so hard to get it moving. Eight years, 7 years should be long 
enough. The manufacturers, with the technology that we have 
today, the quantum leaps that are being made in technology and 
industry, it seems to me they could have made this changeover. I 
think the main reason is money and I think the main reason is be- 
cause they’re concerned about the liability factor. 

Mr. Murphy. 
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Mr. Murphy. Thank you, Mr. Chairman. 

A few questions on some of the issues that were raised. Dr. 
Wharton, in your testimony you mentioned that for a period of 
time, only 61 to 66 percent of children would have received a vac- 
cine for measles. Was that the whole MMR group that they would 
have received? 

Dr. Wharton. That was predominantly as MMR, that is gen- 
erally the vaccine that was administered. 

Mr. Murphy. I’m sorry. I’m having trouble hearing you. 

Dr. Wharton. Yes, it is predominantly with MMR. 

Mr. Murphy. OK. Which means about a third of children did not 
receive them then. Was there a subsequent study which looked at 
that third that did not receive compared with the two-thirds that 
did receive it to see if there was a difference in incidence of autism 
related disorders? 

Dr. Wharton. During the period of time in which preschool im- 
munization coverage was low in the United States, most children 
did receive measles vaccine prior to school entry. So it wasn’t that 
the children remained unvaccinated forever, they simply weren’t 
vaccinated in a timely way. 

There have been a couple of studies done which have looked at 
differences in autism among MMR vaccinated and unvaccinated 
populations. In a study in Denmark, no difference was found in the 
rate of autism among children who received MMR vaccines com- 
pared to those who hadn’t. Our birth defect center also did a study 
looking predominantly at the timing of administration of MMR 
since again most children do receive the vaccine prior to school 
entiy. There was no association found, there was not found to be 
a difference. 

Mr. Murphy. Dr. Boyle and Dr. Egan, do you agree with that? 

Dr. Boyle. Essentially the study that we did in our birth defects 
center indicated that there was no relationship between timing of 
the administration of MMR vaccine and autism. 

Mr. Murphy. What I’m concerned about here is you have groups 
here that, even if you have 90 percent of children getting it, you 
open up the issue that some children did not and some children 
did. Was there actually an epidemiological study which looked at 
children who never received any of these things? Is there a clini- 
cally, not just statistical, but clinically significant difference in au- 
tism spectrum disorders? 

Dr. Boyle. In our Denmark study, there were children who were 
not vaccinated at the time of followup, and there was not. So that’s 
probably the closest one. 

Mr. Murphy. The next question I have relates to maternal expo- 
sure. If mother has had exposure to mercury herself, either fillings 
or her vaccinations, etc., does that mercury accumulate in her sys- 
tem and is that passed on to her fetus? 

Mr. Egan. Maybe I can comment a little bit on what I know. 
This is not complete. There is mercury that will go to the develop- 
ing fetus. That’s why the ERA set their guidelines so low, to protect 
the developing fetus. 

The second thing is that mercury is excreted. 

Mr. Murphy. So it does not remain — there are a couple of things 
here and I understand EPA is looking at substances, fish and other 
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foods a mother may eat during pregnancy. But I’m wondering, if 
she had been exposed when she was a child, and things she ate, 
even if she stopped before pregnancy, does mercury accumulate in 
her system and is that passed on, even if that baby never was ex- 
posed to mercury, will the substance be passed on through her, 
from her own childhood? 

Mr. Egan. I don’t know the whole pharmaco 

Mr. Murphy. I only want you to speak to what you scientifically 
can verify. 

Mr. Egan. I don’t know, sir. 

Dr. Wharton. I know that we are doing some work in our Na- 
tional Center for Environmental Health on this issue in terms of 
looking at actual exposures from elemental mercury, which would 
be mercury from amalgams. 

Mr. Murphy. OK. And this is where we raise the question, if 
there was a link between mercury, that if there was some that she 
has from amalgams or from her own childhood, too, that could be 
important for us to find out if there are links there. Is it safe to 
say we don’t know this yet? 

Dr. Wharton. I would say it’s safe to say we don’t know. We’re 
conducting a very large study in a number of areas in the country 
and that would be one of the issues to address, those environ- 
mental sources of mercury, as well as medical sources. 

Mr. Murphy. Would that then confuse or confound any ability to 
draw conclusions then from what I mentioned before, that if there 
were children that did not receive MMRs and those that did. I’m 
wondering if it would confuse the results, being able to clearly de- 
lineate distinctions between those children who did or did not have 
autism spectrum disorders based upon exposure to mercury during 
immunizations? 

Dr. Wharton. Well, it is true that in many epidemiologic studies 
you’re unable to completely account for these other sources of expo- 
sures, because they’re very difficult to quantify or estimate, things 
that happened previously. But in order for it to influence the re- 
sults of the study, the exposure needs to be different in the vac- 
cinated and the unvaccinated group, if it’s randomly allocated it 
really shouldn’t affect the results much. And there is not any par- 
ticular reason to think that those exposures would have been dif- 
ferent among for instance, those families who vaccinated or did not 
vaccinate their child. 

Mr. Egan. You’ve all testified to the point that mercury is being 
removed from many vaccinations, so now there are more and more 
children being vaccinated with virtually no immunization exposure 
to that. That’s only a couple of years old now? How long has it 
been, in 2003 I think it was? 

Mr. Egan. Well, this started in 1999, when Merck produced the 
hepatitis B vaccine that’s given at birth, that they came out with 
their thimerosal-free version. Then in March 2000, 
GlaxoSmithKline, their versions of thimerosal-reduced. And these 
have been phasing in since 1999. You’re correct, it’s been the last 
couple of years where it’s been completely free. But it started de- 
creasing in 1999, 2000, 2001. 

Mr. Murphy. I know from my own clinical practice as a psycholo- 
gist sometimes you can begin to detect autism spectrum disorders 
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very early in a child’s life, one and a half or two in some cases, 
even younger. And some children you need to do it at later ages, 
4, 5, 6, etc., for the higher functioning Asperger’s types. Is someone 
conducting these studies now, following up these children, and do 
we have any preliminary results? 

Dr. Boyle. I would testify to the actual studies that we’ve done 
specifically to address vaccines in the center that I’m in, which is 
the National Center for Birth Defects and Developmental Disabil- 
ities, where we’re doing, as I mentioned before, a very large study 
to look at a number of different exposures. It would be vaccines but 
also maternal and other early life exposures. 

Mr. Murphy. We’ll be waiting for those results, then. 

Thank you, Mr. Chairman. 

Mr. Burton. Thank you. Representative Murphy. I just want to 
ask a couple more questions, then I’ll let you go. First of all. I’m 
sure you read the Wall Street Journal article yesterday. 

Mr. Egan. Yes, I actually did see that. 

Mr. Burton. Did you get a chance to read that? 

Mr. Egan. I saw the article. 

Mr. Burton. That’s good. We have people who will be testifying 
today that worked on those studies, which show problems with 
mercury in mice, administered in similar doses to human beings in 
a relatively consistent way. You said mercury is excreted? 

Mr. Egan. Yes. 

Mr. Burton. A lot? Because we were told by scientists who have 
been before this committee from around the world that mercury 
has a cumulative effect in the brain, it gets into the fatty tissues 
in the brain and it is difficult for it to be excreted once it gets into 
the brain and it has a cumulative effect. 

Mr. Egan. Yes, there is some accumulation, some 

Mr. Burton. So it isn’t all excreted. So if you get a whole bunch 
of shots, like if children get as many as, or were getting as many 
as 25 to 30 shots before they started to school, the mercury would 
accumulate even though some of it is excreted, right? 

Mr. Egan. You know, in the absence of any additional exposures, 
I don’t know that it’s not actually all excreted. The study the peo- 
ple did showed half times for ethylmercury, it was around 7, 8 
days, and for methylmercury it was around 30, 40 days. Those are 
the times at which half are eliminated. If there is some fraction 
that remains, I don’t know. 

Mr. Burton. Some others that we’ve had, other scientists from 
around the world who testified before the committee, it’s not a frac- 
tion, it’s a substantial amount. The Denmark study, you keep refer- 
ring to that Denmark study. The Denmark study, according to 
many of the experts that we’ve had before the committee, not you 
folks, but many of the experts say that is a flawed study, and there 
were 14 different studies that the lOM used to come up with their 
last analysis. Five of the studies, not of the 14, but 5 additional 
studies were discounted. 

But one they laid an awful lot of the interest in was the Den- 
mark study. And scientists that we’ve had before this committee 
say that that Denmark study is very, very flawed for a number of 
reasons. So referring to that over and over again I don’t think real- 
ly proves much. 
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I do want to ask, if you get a chance, I know you have busy 
schedules, we’re going to have the people testify here at the next 
panel who have worked on these new studies. I think it would be 
beneficial, if you had the time, to hear some of their testimony. 
Would you have the time to listen to those folks, or do you folks 
have to leave? 

Mr. Egan. I think we have to get back. 

Mr. Burton. Do you really? Gosh. 

Mr. Egan. But certainly we can read the testimony. We’re read- 
ing the papers. 

Mr. Burton. I know. I realize that their studies are really not 
that significant or important. 

Mr. Egan. No, that’s not true. 

Mr. Burton. That’s not so? 

Mr. Egan. No. 

Mr. Burton. Well, they’re not so significant that you guys can’t 
stay around here like we do and listen to them and glean from 
them some of the information. But I’ll make sure that you get cop- 
ies of them. And I’ll send you, if you don’t mind, a raft of questions 
about their studies that I hope you’ll answer. Would you be willing 
to answer those questions for us when we send those to you? 

Mr. Egan. Yes. 

Dr. Wharton. We will be happy to do that. 

Mr. Burton. Would you be happy to do that? Then I have one 
more question and I’ll let you go. The hepatitis B vaccination is 
given to children at birth. And this has nothing to do with the mer- 
cury content. As I understand it, you can only get hepatitis B from 
blood, needles or some direct contact with a person that has hepa- 
titis B, is that correct? 

Mr. Egan. Yes. To the best of my knowledge. 

Mr. Burton. Why are we giving hepatitis B vaccination to a 
child the minute they come out of the womb? They’re not exposed 
to needles from drugs. They’re not exposed to blood products, other 
than from the mother and other bodily fluids from the mother. So 
why do we do that? I’m not saying that you shouldn’t give that hep- 
atitis B vaccination, I just wonder why you’re doing it at birth. 

Mr. Egan. I’m going to have to let CDC answer. 

Mr. Burton. Why is that? 

Dr. Wharton. There’s a couple of reasons for it. Perhaps the 
most salient is that we have an imperfect system for ensuring that 
we can protect newborn children from transmission of hepatitis B 
virus from the mother at the time of birth. Some women are not 
tested during pregnancy to determine whether or not in fact they 
are contagious to their child for hepatitis B virus. In some events 
you are tested, the results are not communicated to the birth hos- 
pital. 

We know we can prevent perinatal transmission of the hepatitis 
B virus by timely vaccination and administration of hepatitis B 
immunoglobulin. In the absence of knowledge of the mother’s sta- 
tus, we can still prevent many cases by that newborn immuniza- 
tion. Children who are infected with hepatitis B virus at birth have 
a high risk of establishing chronic infection, permanent hepatitis B 
disease, or should they survive, long term risk of liver cancer. In 
order to, because we are not able to assure that every child who 
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is born to a hepatitis B surface antigen mother is known at the 
time of birth, the routine hepatitis B immunization program pro- 
vides a safety net. 

Mr. Burton. Well, I understand what you said, it just seems to 
me that between the time they’re born and the time they go to 
school might be a good time to give it. I just never have understood 
why they do it at birth. And it does include mercury still, hepatitis 
B still does contain mercury? 

Mr. Egan. The vaccine that’s produced by Merck, the Combivax 
HB, that is completely free of mercury. The Comvax, which is the 
hepatitis B-HIB conjugate comvaxes vaccine, is also completely free 
of mercury thimerosal. The InterexB, which is manufactured by 
GlaxoSmithKline, does contain a residual trace of mercury and it’s 
somewhere on the order of about 0.05 micrograms 

Mr. Burton. If you have some that don’t include it, why not get 
the mercury out of all of them? Anyhow, that’s something that you 
can look into later. 

Mr. Egan. They actually are trying to develop those. 

Mr. Burton. OK. We have a vote on the floor. Representative 
Murphy, so we will stand in recess until the fall of the gavel. We’ll 
be back here in about 10 minutes. Thank you very much for your 
testimony. And I will send you copies of the testimony of the people 
that are going to be testifying on these other studies. I really hope 
you will respond to the questions we’ll ask along with those stud- 
ies. 

We stand in recess until the fall of the gavel. 

[Recess.] 

Mr. Burton. The subcommittee will come to order. 

Our next panel consists of Richard Deth, Ph.D, from Bouve Col- 
lege of Health Sciences, Department of Pharmaceutical Services, 
Northeastern University; Marcelle Joust, Ph.D., D.O., health pro- 
fessor of psychology, director of the Center for Cognitive Brain Im- 
aging at Carnegie Mellon University; Richard Fischer, DDS, Inter- 
national Academy of Oral Medicine and Toxicology, Annandale, VA, 
my good buddy who takes care of my teeth and makes me look 
halfway decent, which isn’t easy; and Lynn Redwood, R.N., MSN, 
president of SafeMinds. 

Would you please stand so you can be sworn? 

[Witnesses sworn.] 

Mr. Burton. Thank you. According to my expert here, he says 
we should start with Richard Deth. So Dr. Deth, would you like to 
start? And if we could, I know that you’re probably going to go 
over, but if you could keep your comments close to 5 minutes. I’d 
really appreciate it. 

STATEMENT OF RICHARD DETH, PH.D., BOUVE COLLEGE OF 

HEALTH SCIENCES, DEPARTMENT OF PHARMACEUTICAL 

SERVICES, NORTHEASTERN UNIVERSITY 

Mr. Deth. I’ll do my best, thank you. And thanks to you. Chair- 
man Burton, for the opportunity to testify today about our thimero- 
sal-related research that we do at Northeastern and its significance 
for autism and understanding autism. 

At the outset, I have to say that there is indeed a molecular 
cause for autism. As a result of it being molecular, you’re going to 
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have to tolerate my talking about molecules for the next 5 minutes 
here. I trust you’ll forgive me for that. 

The primary goal of my research, that of my close collaborative 
colleagues, is to find the cause of autism so that we can use this 
information to identify effective treatments for autistic children. 
I’m pleased to say that we’ve made progress on understanding the 
disease and also on the treatment. 

The molecular problem at the heart of autism appears to be a 
process known as methylation. Methylation means the transfer of 
single carbon atoms or methyl groups between molecules. And this 
process is highly sensitive, as it turns out, to heavy metals, and it 
also turns out to be particularly sensitive to thimerosal. 

At the heart of the methylation process is the methionine cycle 
shown in this slide here. Our lab has been studying the role of 
methylation in mental illnesses. Methyl groups are brought to this 
methionine cycle that is at the bottom of this slide by the folate 
pathway, that’s shown at the top of the slide. The key enzyme that 
brings the methyl groups to the pathway is called methinionine 
synthase. A methionine synthase requires vitamin B12 to bring the 
methyl groups, and as it turns out, thimerosal potently inhibits me- 
thionine synthase. We published this this past April in the Journal 
of Molecular Psychiatry. 

The inhibition by thimerosal occurs at concentrations easily pro- 
duced in the blood of children after even a single vaccination, as 
shown in this slide by the arrow. Now, we now know that thimero- 
sal inhibits this enzyme, methionine synthase, by blocking the for- 
mation of the active form of vitamin B12, which is known as 
methylB12 or also as a methylcobalimin. 

The next slide just outlines the pathway here and what it shows 
is that cobalamin or B12 forms that we take in either by the diet 
or from vitamin pills have to first be converted to active methylB12 
before they can be used. And as summarized in my written testi- 
mony more extensively, thimerosal blocks the first step in this syn- 
thesis of methylB12, and as a result, it inhibits methylation. 

In neuronal cells, methylation can be stimulated by the 
neurotransmitter dopamine. This appears to be important for nor- 
mal attention and the capability for normal attention. Thus, 
ADHD, attention deficit hyperactivity disorder, and autism are 
manifestations of what happens when methylation is impaired in 
the brain. 

Recently, Dr. Jill James measured the blood levels of methionine 
cycle metabolites in children with autism. As illustrated in this 
table, all the levels of these metabolites were abnormal, confirming 
that methylation is indeed impaired in autism. Her work will be 
published shortly in the American Journal of Clinical Nutrition. 

During the last year, researchers that I collaborate with have ex- 
amined genes that regulate methylation, and they have found that 
autistic children have a significantly higher frequency of so-called 
disabling polymorphism or mutations in these genes. The next slide 
summarizes some of these genes. Thus it appears that a sub-popu- 
lation of children who carry these genetic risk factors are more sen- 
sitive to the toxic effects of thimerosal and therefore are at greater 
risk of developing autism. 
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The next slide shows some data that we recently obtained in 
what I call a Timmy and Tommy study. That is in the same family, 
two siblings, Timmy and Tommy, one developed autism and one 
didn’t. We had the opportunity to study the cells from such individ- 
uals, and what we have found is that the individual that developed 
autism is the one that was more sensitive to thimerosal as shown 
in this illustration. 

The good news that goes along with the knowledge of this mecha- 
nism is that metabolic interventions which augment methylation 
are proving to be effective treatment for autism. These treatments 
include methylB12 itself, which can produce dramatic improve- 
ments in some kids, as first reported by Dr. James Neubrander. In 
other words, thimerosal is a toxin that inhibits methylB12 syn- 
thesis. This lists some of the treatments. Thimerosal is a toxin that 
inhibits methylB12 synthesis, and giving methylbl2 turns out to be 
an antidote for this toxin. 

While further work is needed to identify the optimum treatment 
for autism, these early clinical findings are encouraging. 

In conclusion, it appears that thimerosal causes autism and 
ADHD by interfering with folate dependent methylation by the en- 
zyme methionine synthase. And it does this by blocking the syn- 
thesis of methylB12, the active form of B12. Genetic risks in the 
form of polymorphism and methylation related genes increases thi- 
merosal toxicity in some children. And the fact that methylation 
enhancing metabolic treatments improves autism provides strong 
evidence that impaired methylation does indeed cause autism and 
that increased thimerosal exposure has been the critical factor in 
this so-called autism epidemic. 

So what caused the autism epidemic would be, the 1 in 10,000 
frequency that was observed in 1970 is now, as we’ve heard today, 
1 in 162. That difference is not due to changes in genetic risks, but 
due to an increase in exposure to thimerosal. 

I thank the chairman and others for their attention and look for- 
ward to your questions. Thank you. 

[The prepared statement of Dr. Deth follows:] 
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Molecular Aspects of Thimerosal-induced Autism 

Richard C. Deth, Ph.D. 

Professor of Pharmacology 
Northeastern University 
Boston, Massachusetts 

Summary 

The developmental disorder autism has both genetic and environmental origins, 
and its forty-fold increase during the past two decades reflects an increased role for 
environmental factors. It has been proposed that increased use of vaccines containing the 
ethylmercury derivative thimerasol is the major contributing factor. Published research 
from my laboratory has revealed that thimerosal is an exceptionally potent inhibitor of 
biochemical pathways that transfer single carbon atoms between molecules. These 
“methylation” pathways are critically involved in several important functions including 
the regulation of gene expression and the molecular mechanism of attention. Recent 
studies from my lab indicate that thimerosal exerts its toxic effect on methylation by 
interfering with formation of the active form of vitamin B 12, also known as cobalamin. 
Dietary B12 must be converted to methylB12 (methylcobalamin) in order to assist in the 
transfer of single-carbon methyl groups from the folic acid pathway by the enzyme 
known as methionine synthase. By reducing methylB12 formation, thimerosal inhibits 
this enzyme and thereby interferes with methylation events. Autistic children have 
abnormal plasma levels of methylation-related metabolites and exhibit higher frequencies 
of genetic mutations that affect this pathway. These genetic risk factors make them less 
able to detoxify thimerosal and also increase their sensitivity to its mechanism of toxicity. 
In many cases, autism can be effectively treated by the administration of methylB12 
along with other agents that augment methylation capacity. Taken together, these facts 
indicate that increased exposure to thimerosal has combined with genetic risk factors in a 
sensitive subpopulation to cause the recent rise in autism. 
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1. The Puzzle of Autism 

Autism is a pervasive developmental disorder characterized by deficits in 
language, attention, cognition and learning, frequently accompanied by abnormal 
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behavior including social isolation, repetitive activity and emotional lability. Severe 
deficits may be recognized at birth, but a failure to achieve standard milestones during 
initial years of life remains the primary basis of diagnosis in most cases. While the 
underlying cause(s) remains obscure for many developmental disorders, metabolic 
abnormalities (e.g. Lesch-Nyhan Syndrome and adenylsuccinate lyase deficiency) or 
impaired methylation-dependent gene silencing and/or imprinting (Rett and Fragile-X 
Syndromes) (1-4) suggest biochemical mechanisms that may be involved. Development 
disorders can also be caused by exposure to toxins (e.g. ethanol, in fetal alcohol 
syndrome; heavy metals, in lead poisoning) (5,6), although the precise molecular 
mechanisms underlying their toxicity are not known. The recent increase in the incidence 
of autism has led to speculation that environmental exposures including vaccine additives 
(i.e. aluminum and the ethylmercury-containing preservative Ihimerosal) might contribute 
to the triggering of this developmental disorder (7). 

Based upon a high concordance in twin studies, genetic factors are thought to play 
an important role in causing autism. However, it is clear that the recent dramatic rise in 
autism rates is not caused by a genetic phenomenon. The more likely scenario is that 
autism is caused by the interaction of genetic risk factors with environmental risk factors 
and the importance of the environmental factors has increased during the past twenty 
years. As illustrated in Fig. 1, the “Puzzle of Autism” therefore is the challenge of 
understanding exactly which genes provide the inborn risk, and which environmental 
factor(s) is serving as the trigger. The molecular mechanism at the intersection of genetic 
and environmental factors should be capable of accounting for the observed symptoms of 
autism, and knowledge of this mechanism should help identify effective treatments for 
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autism. The findings summarized in this report indicate that impairment in the 
biochemical pathways that allow for the transfer of single carbon groups (i.e. methylaion) 
is a major factor contributing to the cause(s) of autism. 

The Puzzle of Autism: 



! !K lie 




Impaired: 

Language 

Attention 

Learning 

Behavior 



Knvironmental Factor^ 

Figure 1: Autism is caused by a combination of predisposing genetic factors and enviroranenta! factors that 
synergize with each other to cause the symptoms that are typical of this developmental disorder. 

2. Physiological and Biochemical Roles of Methvlation 

Methylation is the process by which a single carbon atom is transferred from a 
methyl donor to another molecule, commonly resulting in a change in the functionality of 
the recipient molecule. This seemingly mundane biochemical event is vital to life and to 
the normal capacities of developed organisms, including man. Perhaps the most 
important example of methylation is the epigenetic regulation of gene expression by 
DNA methylation. When DNA is methylated, gene expression is suppressed, and at any 
one time only a portion of genes are “on” with the others being turned “off’. Since ail 
cells possess the same DNA, differences between cell types (e.g. neurons vs. heart muscle 
vs. liver cells) are due to specific patterns of DNA methylation that characterize each 
type. Development begins with undifferentiated cells (i.e. stem cells) that gradually 
assume the characteristics of their final destiny as guided by sequential shifts in their 
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DNA methylation. Based upon this perspective, it is easy to see how abnormal 
methylation could alter the pathway of normal development and could contribute to 
neurodevelopmental disorders such as autism. Indeed, abnormal DNA methylation has 
previously been implicated as an important causative factor in Rett and Fragile-X 
syndromes (3,4) 

As illustrated in Fig. 2, the major methyl donor in biological reactions is S- 
adenosylmethionine (SAM), an activated form of the essential, sulfur-containing, amino 
acid methionine. After donating its methyl group, the residual portion of SAM, S- 
adenosylhomocysteine (SAH), serves as a regulator of methylation by competing with 
SAM and inhibiting its methyl donation. The concentration ratio of [SAM]/[SAH] 
therefore reflects the potential for methylation, and any increase in [SAH] or decrease in 
[SAM] will lower methylation. As described below, children with autism have low levels 
of SAM and elevated levels of SAH, indicating an impaired potential for methylation. 
Methylation of neurotransmitters such as dopamine and serotonin terminates their 
signaling activity, which may also play a role in autism. 



Methyl Acceptor 



DNA 



SAM 






SAH 



Methyl Donor 



Methyl-DNA 



Figure 2: DNA methylation is carried with S^adenosylmethionine (SAM) serving as the methyl donor. The 
resulting S-adenosylhomocysteinc (SAH) inhibits methylation by conr^eting with SAM. 

Availability of the methyl donor SAM is critical for methylation. SAM is formed 

by addition of an adenosyl group from the high energy molecule ATP to methionine, as a 
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part of the methionine cycle illustrated in Fig. 3. After methyl donation the adenosyl 
group is removed from SAH, in a reversible reaction yielding homocysteine (HCY) and 
adenosine. Any unusual build-up of adenosine can shift this reaction backwards toward 
SAH formation, while lowering HCY levels. As described below, this occurs in many 
children with autism. Activity of the vitamin B 12-dependent enzyme methionine 
synthase converts HCY back to methionine, using a methyl group from the folate 
pathway. 

METHIONINE SYNTHASE AND THE METHIONINE CYCLE 



Formate 







ATP 
SAM 



y 



Adenosine 



.SAH 



^ /(-) 

Methyl Acceptor 
(e.g. phospholipids or DNA) 



Figure 3: The four-step methionine cycle involves activation of methionine (MET) by ATP-dependent 
adenosylation, methyl donation by SAM, reversible dissociation of SAH, and remethylation of 
homocysteine (HCY) to MET by the vitamin B12-depcndent en 2 yme methionine synthase, using 
methylfolate (5-methylTHF) as the methyl donor. HCY can alternatively be converted to cysteine and 
glutathione. 



The methionine cycle is also involved in the ability of the neurotransmitter 
dopamine to stimulate methylation of phospholipids in the neuronal membraie. This 
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unique process was only discovered several years ago and its precise function remains 
unclear at this time. However, dopamine-stimulated phospholipid methylation (PLM) 
appears to be involved in the molecular origins of attention. Genetic variations in the D4 
subtype of dopamine receptor that carries out PLM have been linked to attention-deficit 
hyperactivity disorder (ADHD) (8), and the ADHD-linked variant form is weak in its 
ability to carry out methylation (9). Impaired attention is a cardinal symptom of autism, 
and it is possible that this reflects reduced activity of dopamine-stimulated PLM. During 
dopamine-stimulated PLM, a methionine that is an integral part of the D4 receptor 
protein is converted to SAM, then SAH, then HCY and back to methionine again, as in 
the methionine cycle of Fig. 3. Thus enzymes in the methionine eycle, such as 
methionine synthase, actually have two substrates, one being a small individual amino 
acid, and the other being the large D4 dopamine receptor protein. 

3. Activity of Methionine Synthase 

Methionine synthase is situated at the intersection of the single-carbon folate 
pathway and the methionine cycle (Fig. 3), and is therefore well-positioned to regulate 
methylation. Its activity serves to maintain a low level of HCY, limiting its backward 
conversion to SAH and thereby promoting methylation. In a recently published study 
(10), we showed that methionine synthase activity in cultured human neuronal cells is 
substantially stimulated by both dopamine and insulin-like growth factor-1 (IGF-l) 
(Table 1). IGF-l mediates many of the effects of growth hormone and is a key regulator 
of development, as well promoting neuronal myelination. 

The mechanism of methionine synthase activation involves an intracellular 
signaling pathway, the PI3-kinase pathway, commonly activated by many different 
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cellular growth factors, including those that promote cellular differentiation and 
development. In subsequent investigations we found that methionine synthase activity in 
neuronal cells is absolutely dependent upon the ability of this signaling pathway to 
promote the formation of the biologically active form of vitamin B12 (i.e. methylB12 or 
methylcobalamin). It is pathway that is inhibited by thimerosal. 

METHIONINE SYNTHASE ACTIVITY' 



Treatment 



pmol/m in/mg 



Basal 

IGF-1 (10 nM; 30 min) 

W ortmannin (100 nM; 60 min) 
IGF-l/Wort. 



28.5 ± 4.3 

62.2 ± 2.8 

not detectable 
not detectable 



Dopamine (10 I^M; 30 min) 
0opamine/W ort. 
Dopamine/lGF-1 



76.0 ±3.7 

0.9 ±1.2 

132.1 ±7.7 



E thanol (0.1 % ; 60 min) 

IGF-l/Ethanoi 

Dopamine/Ethanol 



not detectable 
1.0 ±1.3 

not detectable 



HgCI, (1 |IM; 60 min) 

IGF-l/HgClj 

Dopamine/HgCh 



not detectable 
not detectable 
not detectable 



PbNOj (1 l*M; 60 min) 
IGF-l/PbNOj 
Dopam ine/PbN O] 



2.6 ±1.5 

37.9 ±2.9 

26.3 ±3.1 



Thimerosal (10 nM; 60 min) 
IGF-1 /Thimerosal 
Dopamine/Thimerosal 



not detectable 
not detectable 
not detectable 



Table 1: Effects of various agents on methionine synthase activity in neuronal cells, IGF-1 and dopamine 
stimulate activity, while the PI3-kinase inhibitor wortmatmin, ethanol, mercury (HgCb), lead (PbNOj) and 
thimerosal inhibit activity. 

In the diet we take in vitamin B 12 as its hydroxyl derivative, hydroxycobalamin, 
which must be subsequently converted to methylcobalamin before it can function. 
Dietary vitamin supplements provide cyanocobalamin, which again must be converted to 
methylcobalamin. Conversion to methylcobalamin can occur either directly in the 
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enzyme methionine synthase itself, or via the pathway outlined in Fig. 4. As illustrated, 
methylcobalamin synthesis requires glutathione (GSH) and SAM, and levels of each of 
these metabolites are reduced in autistic children (see below). Although additional studies 
are needed to clarify details, growth factors apparently augment synthesis of the 
intermediate glutathionylcobalamin, which is subsequently converted to 
methylcobalamin. The resultant higher level of methylcobalamin increases methionine 
synthase activity, lowering HCY and SAH levels and increasing methylation. In support 
of this mechanism, our published study showed that IGF-1 and dopamine increase the 
methylation of both DNA and membrane phospholipids in conjunction with their 
activation of methionine synthase. 

BIOSYNTHESIS OF ACTIVE METHYLCOBALAMIN 



Hydroxycobalamin or Cyanocobalamin 
GSH - 






Glutathionylcobalamin 
ly SAM 



Methionine 




5-MethylTHF 

Homocysteine 



Figure 4: Dietary or multivitamin forms of vitatran B12 (cobalamin) must be converted to the active 
methylcobalamin form via a two-step process requiring glutathione (GSH) and SAM. 



As illustrated in Fig. 5 (left), methionine synthase normally contains four 
domains: 1. A cobalamin-containing catalytic domain. 2. A methylfolate-binding domain. 
3. A HCY-binding domain. 4. A SAM-binding domain. During the catalytic cycle, folate 
and HCY domains alternatively interact with the cobalt ion in cobalamin, which 
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alternates between Cob(I) and methylated Cob(III) states. Cob(I) is, however, extremely 
unstable, and occasionally it oxidizes to the Cob(II) state, interrupting folate-dependent 
HCY methylation. Oxidation is especially likely when levels of methylfolate are low and 
the Cob(I) state has to wait too long to receive a methyl group. Under this circumstance, 
the SAM-binding domain, when present, carries out a reductive methylation of Cob(II), 
with the auxiliary assistance of methionine synthase reductase. Thus the SAM-binding 
domain rescues oxidized cobalamin, allowing methionine synthase activity to resume. 
Alternatively, oxidized Cob(II) can be replaced with a new molecule of methylcobalamin 
to restart the enzyme. Thus oxidized cobalamin can either be repaired or replaced, but 
replacement places a high demand on methylcobalamin synthesis. 

Four- and three-domain forms of methionine synthase 

Most cell types Cells expressing the D4 receptor 



Fresh 
MeB12 

Domain that “rescues” 

Oxidized B12 

Figure 5: Methionine synthase can exist in both four>domain and three-domain forms. In the three-domain 
form, the SAM-binding domain that rescues oxidized Cob(II) is missing. In cells containing only the three- 
domain form, oxidized B12 must be replaced with methylB12 to resume enzyme activity. 

In very recent and as yet unpublished studies, we have found evidence indicating 
that methionine synthase also exists with only three domains, with the SAM-binding 
domain being absent (Fig. 5, right). This form of the enzyme lacks the ability to rescue 
oxidized cobalamin, and therefore is highly dependent upon the availability of 
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methylcobalamin to sustain activity. As such, this form of the enzyme is subject to 
regulation by growth factors and the PD-kinase signaling pathway, since they control the 
level of methylcobalamin synthesis. The particular human neuronal cell line we utilized 
contained only the three-domain enzyme. As a consequence, its methionine synthase 
activity and its methylation activity were tightly and completely under the control of the 
growth factors signaling pathway. 

What would be the advantage to a cell of having a form of methionine synthase 
that could not repair its oxidized cobalamin co-factor? While we do not conclusively 
know the answer to this question, we hypothesize that the absence of the SAM-binding 
domain may improve the ability of the enzyme to utilize the D4 dopamine receptor as a 
substrate, since it is a larger, more bulky substrate than HCY, and the three-domain form 
is more prominent in cells expressing the D4 receptor. If correct, this would imply that 
the synthesis of methylcobalamin is of particular importance in those neuronal cells that 
express the D4 receptor. Moreover, toxic agents that impair methylcobalamin synthesis 
would particularly affect the methylation function of D4 receptors, and would therefore 
cause impaired attention. 

4. Effects of Thimerosal and Heavy Metals 

As described in our published study, a number of neurodevelopmental toxins 
share the ability to potently inhibit methionine synthase activity and methylation. These 
include ethanol, which causes fetal alcohol syndrome, heavy metals such as lead, which 
causes lead poisoning, as well as mercury and thimerosal. Fig. 6 illustrates the dose- 
dependent inhibition of phospholipid methylation (PLM) by lead and mercury. It is of 
particular note that concentrations of lead that reduce cognitive function (IQ) (6) 
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significantly inhibit PLM. Thimerosal, which releases ethylmercury, was more than 100- 
fold more potent than inorganic mercury at inhibiting methylation (Fig. 7). Ten days after 
vaccination with a thimerosal-containing vaccine, the concentration of ethylmercury in 
blood is reported to be approximately 8 nM (1 1). In our study, this concentration 
produced greater than 50% inhibition of methylation. Assuming that these blood levels 
are also present in the brain, one could reasonably expect that vaccine-derived doses of 
thimerosal inhibit methylation in the brain. 




Figure 6: Mercury and lead potently inhibit the ability of IGF- 1 to stimulate phospholipid methylation in 
human neuroblastoma cells. 




Figure 7; Thimerosal potently inhibits IGF-l-induced phospholipid methylation. Blood levels found in 
children ten days after vaccination produced approximately 50% inhibition. 






64 



Thimerosal, ethanol, mercury and lead also inhibited methionine synthase 
activity. As shown in Table 1, enzyme activity (i.e. methyiation of HCY) was 
undetectable after a 30 min pretreatment with a thimerosal concentration close to the 
blood level found after vaccination (10 nM). Thus inhibition of methionine synthase 
accounts for the inhibitory effect of thimerosal on methyiation. The toxic effect of 
thimerosal was also evident simply by observing the shape of cells, which changed from 
their usual spindle shape to a condensed, round shape (Fig. 8). 

A 

Control 
Cells 

B 

Thimerosal 

10 nM for 96 hrs 




Figure 8: Thimerosal induces a dramatic change in the morphology of human neuroblastoma cells. 

We further investigated the mechanism by which thimerosal inhibits methionine 
synthase. As shown in Fig. 9 (bottom), when enzyme activity was measured in the 
presence of either hydroxycobalamin or cyanocobalamin, thimerosal caused almost 
complete inhibition, however in the presence of methylcobalamin, thimerosal caused no 
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inhibition. Furthermore, when activity was measured in the presence of 
glutathionylcobalamin and SAM, thimerosal inhibition was again absent, although when 
SAM was not added, inhibition was observed. This pattern indicates that thimerosal 
inhibits the availability of glutathionylcobalamin, and that this action is responsible for its 
inhibition of methionine synthase and methylation. 




CZ3 Centred 
BGIuB12(4>)-«-Wort. 
HiGhjB12(*} * Wort. 
■■MBtB12(+)-r'Wart. 
5MstB12(-)-(>Wort. 
OIIDOHB12 (+)•*■ Wort. 
E2S CyanoB12 <+) ♦ Wort. 




CDControJ 
BG.B12(+)+Thlm 
HG.B12(>) <<>711101 
HM8tB12(+)<fT1ikii 
S MetB12(.) * Tfdnv 
tnn}0HB12(<<>)<Hhlm. 

CyanoB12 (■<>) *■ Thim 



Figure 9: The PI3-kinase inhibitor wortmannin and thimerosal eliminate the ability of hydroxo- and 
cyanocobalamin to support methionine synthase activity. The presence of SAM is indicated by (+). 



We also examined the ability of different cobalamins to support methionine 
synthase activity after inhibition of PI3-kinase. Treatment with the selective PI3-kinase 
inhibitor wortmannin caused a pattern of absolute dependence on methylcobalamin or its 
synthesis (gluthionylcobalamin + SAM) that was identical to the effect of thimerosal 
(Fig. 9, top). Since thimerosal and wortmannin produce identical effects, this data 
strongly suggests that thimerosal acts by inhibiting the PI3-kinase signaling pathway. 
This is the likely mechanism by which thimerosal causes autism, and may also be 
the molecular basis for its toxic effect on bacteria, fungi that makes it an effective 



preservative. 
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5. Autism-associated Metabolic and Genetic Abnormalities 



Metabolic and genetic studies of autistic subjects provide a more complete view 
of how thimerosal, as an environmental insult, causes autism. Some of the most 
compelling information has only recently been obtained, and we are all indebted to the 
ongoing work of Jill James, JeffBradstreet, Marvin Boris, Alan Goldblatt, Ted Page, 
Gene Stubbs and others. 

As described in a recent study by Dr. Jill James (12), the concentration of each of 
the individual metabolites in the methionine cycle and the trans-sulfuration pathway 
leading to glutathione synthesis is significantly abnormal in autistic children as compared 
to normal controls (Table 2). Notably, methionine and SAM levels are low, consistent 
with lower activity of methionine synthase. While a low HCY level might not be 
expected, the elevated levels of both SAH adenosine indicate that HCY is being drawn 
backwards toward SAH via the reversible activity of the enzyme SAH hydrolase. Thus an 
elevated level of adenosine restricts the availability of HCY for both methionine (and 
SAM) synthesis and for the formation of cysteine and glutathione. 





Control Children 
n=33 


Autistic Children 
n=20 


p value 


Methionine (/tmol/L) 


30.6 ± 6.5 


19.3 ±9.7 


0.001 


SAM (nmoWL) 


90.0 ±16.2 


75.8 ± 16.2 


0.01 


SAH (nmol/L) 


20.1 ±4.3 


26.1 ±5.4 


0.001 


Homocysteine (pmol/L) 


6.3 ± 1.2 


5.4 ± 0.9 


0.01 


Adenosine (pmol/L) 


0.28 ±0.16 


0.39 ±0.19 


0.05 


Cysteine (pmol/L) 


210 ± 18.5 


163 ± 14.6 


0.001 


Total glutathione (pmol/L) 


7.9 ±1.8 


4.1 ±0.5 


0.001 


Oxidized Glutathione (nmol/L) 


0.3 ±0.1 


0.55 ±0.2 


0.001 


GSH/GSSG Ratio 


25.5 ± 8.9 


8.6 ±3.5 


0.001 



Table 2: Metabolites in the methionine cycle and banssulfuration pathway are abnormal in autism (data 
from Dr. Jill James). 
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The 20% lower levels of cysteine and 54% lower levels of glutathione in autistic 
children will adversely affect their ability to detoxify and excrete heavy metals and 
thimerosal. These two compounds directly bind inorganic and organic mercury and help 
direct them to the kidneys for excretion. As a result, these toxic materials will reach a 
higher free concentration in the bloodstream of autistic children, will have an increased 
potential for transfer to tissue compartments such as the brain, and will remain in the 
body for a significantly longer period of time, as compared to their counterparts who 
have normal levels of cysteine and glutathione. These differences begin to define the 
subpopulation of children who are more vulnerable to thimerosal and heavy metal 
exposure. 

Earlier metabolic and genetic studies provide clues to the cause of the increased 
adenosine level in autism. Page and co-workers found 8 tol 0-fold higher activity of the 
enzyme that makes adenosine (5'-nucIeotidase) in subgroup of children (13), while 
Stubbs and co-workers found that the enzyme that degrades adenosine (adenosine 
deaminase) has lower activity in autistic subjects (14). Genetic studies have also shown 
that a polymorphism in the adenosine deaminase that weakens the enzyme is more 
common among autistic subjects (15). Impairment of adenosine deaminase, may result 
from dysfunctional interactions with its binding partner, enzyme dipeptidyl peptidase IV. 
As illustrated in Fig. 10, these metabolic defects can combine with thimerosal exposure 
and other genetic risk factors to inhibit methylation and cause autism. 

There is recent evidence that polymorphisms in genes for methionine synthase 
and closely-related enzymes are another source of risk for autism. For example, there are 
two well-characterized disabling polymorphisms in the methylenetetrahydrofolate 
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reductase (MTHFR) gene, the enzyme that makes methylfolate available to methionine 
synthase, and these polymorphisms are more common in autism (16). MTHFR 
polymorphisms reduce methylfolate levels, which slows the methylation of Cob(I) and 
increases the probability that it will oxidize to Cob (II). As a consequence, MTHFR 
polymorphisms increase methylcobalamin demand for the three-domain form of 
methionine synthase. A disabling polymorphism in methionine synthase, in a location 
that can affect the proportion of three- vs. four-domain enzyme forms, is reported to be 
six-fold more prevalent in autistic children (17). Finally, a polymorphism in the enzyme 
methionine synthase reductase, which assists in the rescue of cobalamin, may also be 
more frequent in autism (18). While other polymorphisms remain to be discovered, these 
examples serve as examples of genetic risks that characterize autistic children, making 
them more sensitive to the toxic effect of thimerosal and more prone to develop autism. 
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Figure 10: Decreased activity of adenosine deaminase or increased activity of 5 -nucleotidase (5'-NTase) 
can increase adenosine levels, resulting in lower levels of HCY, cysteine and glutathione. 
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6. Methylation-related Treatments for Autism 

If impaired methylation is important in causing autism, metabolic interventions 
that augment methylation should be effective treatments. More specifically, if 
thimerosal’s inhibition of methylcobalamin synthesis is important in causing autism, then 
the administration of methylcobalamin should significantly improve autism. Indeed, this 
has proved to be the case. As first reported by Dr. James Neubrander (19), injections of 
methylcobalamin, given once every three days, has brought about significant 
improvement in approximately 80% of children with autism. While the degree of 
improvement varies, a significant number of children have improved to the point that 
they are no longer considered to be “on the autism spectrum”. Areas of particular 
improvement include language, attention and social skills, which are hallmark symptoms 
of autism. Within the next few months, the M.I.N.D. Institute at the University of 
California at Davis School of Medicine is slated to carry out a controlled study of 
methylcobalamin effectiveness in autism. 

Other methylation-promoting treatments are also proving helpful in autism. In the 
metabolic study carried out by Dr. Jill James and colleagues (12), autistic subjects were 
treated with folinic acid (leucovorin), a folic acid derivative that augments levels of 5- 
methylTHF, along with betaine (trimethylglycine), which feeds methyl groups to the 
folate pathway. These two agents normalized most of the abnormal metabolites listed in 
Table 2, and this was accompanied by clinical improvement in autism symptoms. 
Subsequent addition of methylcobalamin to this regimen brought about further 
improvement. 
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While encouraging, these metabolic interventions do not help many autistic 
children, and there is a need for additional treatment ^preaches. Moreover, improving 
methylation capacity is only one component of the multi-dimensional approach to 
treating autism. Other elements such as a gluten-free/casein-free diet, chelation of heavy 
metals and intensive behavioral therapy are also important. Additional metabolic 
interventions, particularly interventions directed at normalizing adenosine metabolism 
may prove fruitful. Clearly further research is needed, building upon the framework of 
knowledge about how genetic and environmental factors can synergize to cause autism. 

1 . Conclusions 

Autism is a neurological disorder caused by dysfunctional metabolic control over 
methylation reactions, and thimerosal appears to be a precipitating causative factor in 
many cases. The methionione cycle and the trans-sulfuration pathway leading to cysteine 
and glutathione synthesis are abnormal in autism. Genetic polymorphisms, present in 
only a small subpopulation, represent risk factors for autism. As illustrated in Fig. 11, 
some of these genetic factors impair detoxification and clearance of heavy metals, 
including thimerosal, and also impair the capacity for methylation. Delayed clearance of 
thimerosal further impairs methylation, including both DNA methylation and dopamine- 
stimulated phospholipid methylation, adversely affecting growth factor-directed 
development and the capacity for attention, respectively. Autism can be treated, and some 
of the most effective treatments, such as methylcobalamin, act by improving methylation. 
This encouraging therapeutic development reinforces the conclusion that thimerosal does 
indeed cause autism, and it does this by interfering with methylcobalamin synthesis. This 
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molecular understanding should lead to new and improved treatments for autism and 
should provide a scientifically sound basis for the removal of thimerosal from all 
vaccines. 



So... What causes autism? 

Genetic Factors 



Factors that affect the The ability to detoxify 
capacity for methylation and excrete metals 




Environmental Exposure 
To Heavy Metals 



The Vaccine 
Additive Thimerosal 



Environmental Factors 



Figure 11: Genetic and environmental factors combine to cause autism. 
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Mr. Burton. I want to ask you a question right now, but this 
is pretty conclusive scientific evidence, in your opinion? 

Mr. Deth. The combination of both molecular studies from our 
lab and the results of blood measurements in autistic children and 
the genetic profiles of autistic children showing the presence of ge- 
netic risk factors in the same area, and the fact that treatments 
directed toward this same area improved clinically autistic chil- 
dren, in some cases making them non-autistic, seems to me, in my 
personal and professional opinion, to be overwhelming evidence 
that this is the area from which autism arises, and that 
thimerosal’s insult to this area has produced the dramatic increase 
in autism that we’ve observed. 

Mr. Burton. Thank you. I will have some more questions for 
you. 

Dr. Just. 

STATEMENT OF MARCEL JUST, PH.D., PROFESSOR OF PSY- 
CHOLOGY, D.O. HERB CHAIR, CARNEGIE MELLON UNIVER- 
SITY 

Mr. Just. Mr. Chairman, members of the subcommittee, it is 
such a pleasure for me, Mr. Chairman and members of the sub- 
committee, to be here today, because I think in trying to get at the 
causes of autism, you have to know what the end state is, to under- 
stand the nature of autism. It is after all something, a disease of 
the brain. 

And we, my colleagues and I at Carnegie Mellon, other univer- 
sities, have with considerable Federal funding through NICHD and 
the centers, the collaborative programs for excellence in autism 
have been working on this for 5, 6, 7 years. I think we have some- 
thing new to tell you today. 

Let me show you, I want to start a little bit and tell you that 
brain imaging science that has just taken off in the past 10 years 
has given us a new view of how the brain works. One of the impor- 
tant things bears on autism. You see pictures in Newsweek and 
Time of some lit-up brain area. I have some of those, too. But real- 
ly, that doesn’t tell the right story. 

The story is that any kind of thinking, your listening to my sen- 
tences right now, entails the use of a group of areas, a team of 
areas in the brain working together, 10, 12 , depending how you 
count, say 5 to 20 areas of the brain, work together. It’s a team ef- 
fort. That wasn’t very clear, but now with brain science, we do 
know that is absolutely the case. 

I want to say something about autism. As you know, it’s very 
enigmatic. Here you have people who are sort of nice, decent and 
smart people and yet you know that their thinking is somewhat 
disordered. Many of us have seen the movie Rain Man, many peo- 
ple have met people with autism. And it’s hard to put it together. 

There’s an enigma. The fact that you know that there’s an over- 
all kind of not adequately coping with the world and yet at the 
same time being good at some specific tasks, some narrowly fo- 
cused tasks. We wanted to look at this in brain imaging, and let 
me tell you a sort of a microcosm, a little micro-world where this 
is true, and it’s in the area of language. 
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Do you know that people, high functioning people with autism do 
pretty well at spelling bees? They can spell words better than aver- 
age. They can read words better than average. At the same time, 
they have more difficulty in understanding a complex sentence. 
How do you put that together? They’re good at the pieces and not 
good at the puzzle. 

That’s what we went after, and we did a brain imaging study 
that asked people, control participants and mainly adult people, 
high functioning people, normal i.q. range. We gave them sentences 
like the farmer was followed by the parent who was following, 
they’re lying in an MRI scanner, they’re looking at a little screen, 
they’re reading on a little screen and they press buttons saying 
whether it’s the farmer or the parent. 

And while they’re doing this, through the magic of MRI, and par- 
ticularly FMRI, we measure where the blood, where the oxygen in 
their brain is flowing. We measure it on a second by second basis, 
so we get a movie of the brain activity while they’re doing the sen- 
tence comprehension. 

Here’s the result. And it’s so interesting, I don’t want to get too 
technical, but I have pictures of, I see my pointer isn’t showing up. 
There are two areas lit up there. The one to the left is Broca’s area, 
it’s in the front. It kind of does sentence processing. It’s a gross 
oversimplification, but it does sentence processing. And the one to 
the right behind is Wernicke’s area. And another oversimplification 
is that it does word processing. 

If you look at the brain activation in the autistic population, 
that’s a group image up above, there’s relatively more activation in 
the area on the right, Wernicke’s, in the word area, and relatively 
less in the sentence area, compared to the control subjects down 
below. For these sentences, the people with autism can work their 
way through it by focusing on the individual words, working really 
hard with the individual words. 

But the way they differ from the control subjects is the control 
subjects are putting the pieces together of the individual words to 
make up the sentence in Broca’s area, by looking at the grammati- 
cal relations between the words, the syntactic relations. 

Now, I want to make a very important point here. I don’t think 
that Broca’s area is broken, I don’t think it’s at fault. I don’t want 
to point the finger at Broca’s area. I don’t think autism lives in one 
place in the brain, certainly not in Broca’s area. I think it’s a neu- 
ral systems disorder that’s caused by a lack of adequate commu- 
nication among areas. How could the area that puts the pieces to- 
gether put the pieces together if it doesn’t get adequate information 
about the pieces? 

So that’s just the first part of the story, the integrating area 
works less well than the individual pieces area. So that’s one piece 
of the puzzle. 

Here’s another one. As we measure the activity in these various 
areas, it’s not a photograph, it’s a movie. We measure the activity 
every few seconds. We can see, we measure the activity in one 
area, the activity in another area, we can see how well it’s syn- 
chronized. Are the two areas marching to the same drum? 

The finding is that the degree of synchronization is lower in the 
people with autism. And you know, we’ve done this in lots of stud- 
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ies, it’s a robust finding. I illustrated here in this graph, the upper 
graph is from a person who has autism and the two lines show the 
level of activity in the two brain areas. And the two areas you can 
kind of see track each other decently. 

But if you look at the person without autism down below, they 
track each other much better. So there’s lower synchronization, just 
the activity level is marching to the same drum in the case of peo- 
ple without autism. 

We measured one of the main white matter tracks in these peo- 
ple. The corpus callosum is the main cable, so to speak, connecting 
the left and the right hemisphere. And in general, it was smaller 
in the people with autism. So think about it, the cable that pro- 
vides the communication is smaller. That’s got to impact band- 
width, how much information you can put through it per unit time. 
That’s the third piece of the puzzle. 

Differences in white matter. Now, I should say, we’re not the 
leading laboratory in measurement of white matter. But there are 
wonderful findings, I want to mention Dr. Martha Herbert, who 
had a paper on this recently that precisely measured white matter 
throughout the brain of people with autism, finding reliable and 
systematic differences. But we focused here on the corpus callosum. 

And one more, here’s the fourth piece of the puzzle, and I think 
this for me nails it. The size of the relevant piece of the corpus 
callosum, it’s called the posterior midbody, but don’t worry about 
that, the size, the diameter of that area predicted how well we’re 
synchronized, the two brain regions that cable connected. That’s 
the scatter plot here. 

The smaller the posterior midbody was in these people with au- 
tism, the worse was their synchronization. If you look at this plot, 
I don’t have it here for the people without autism, there’s no rela- 
tion, because the corpus callosum doesn’t constrain, doesn’t limit 
how that synchronization goes. 

Mr. Burton. The one thing that we were interested in is the 
mercury impact on these areas. You haven’t mentioned anything 
about that. Is that a part of this? 

Mr. Just. I’m afraid not. Chairman Burton. This is an end stage, 
if you’re going to look for causes, you need to have a precise de- 
scription of the causes. I believe that this is a large step forward 
in improving the precision of the description of autism, of what it 
is, how it affects people. 

Mr. Burton. OK, that’s fine. We’ll get back to that in questions. 
We’ll maybe ask you questions about how these things correlate 
with one another. 

[The prepared statement of Mr. Just follows:] 
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Written Testimony of 
Marcei Just, Ph.D., 

Professor of Psychology, D.O. Hebb Chair, 

Carnegie Mellon University 

House Government Reform Subcommittee on Human Rights & Wellness 
September 8, 2004 

"Thank you for this opportunity to tell you about significant advances in understanding 
the neural basis of this enigmatic and tragic disorder called autism. I come before you 
with pride that an arm of my government is motivated by compassion to seek the 
advances of medical science in understanding this disorder. I am going to describe 
some of the new findings from my research center and others that together paint a 
different picture of autism than the one we had even 10 years ago. With the help of 
federal and private funding, significant new inroads have been made. 

This statement is written in language that I hope every educated layman can 
understand. It includes a little bit of technical information, but no more than the 
information we have about how our cars or our computers work. We need to understand 
how the brain works, and what it is that is disordered in autism. Armed with this 
knowledge, we can see how to approach the problem of autism right now, in tenms of 
new types of therapies, and we can see how to target the next iteration of research so 
that we can approach a cure. 

I am going to tell you my punch line right now. Autism doesn't live in one particular part 
of the brain. Rather, it is a neural systems disorder. The disorder is the result of 
underdevelopment of the connectivity among different brain areas. In modern computer 
terms, the problem isn't with this microchip or that microchip, but with the network 
connectivity among processing centers or chips. 

This oversimplified metaphor goes a long way to explain the basic enigma of autism. 
The metaphor explains how it is possible that intelligent people with autism can have 
some well-developed skills, but can still be very unlike unaffected people in terms of 
their thinking and interpersonal abilities, and still have considerable difficulty living an 
independent life. 

Here is a picture of the problem in microcosm. One of the areas in which people with 
autism (at least those with IQ's in the normal range) do as well as and sometimes better 
than controls is in word reading. The perception of single words is enhanced. The 
capacity to pronounce them, spell them, define them is superior to other children of their 
age and IQ. You may find children with autism or Asperger's syndrome competing 
successfully in spelling bees. Yet at the same time, if you ask people with autism to 
follow some complicated instructions e.g, comprehend a complex sentence, they do 
worse than their control group. So the enigma is, how can people with autism be better 
than average in word reading, but worse than average at understanding complicated 
sentences? 

That last question was one that we were able to answer with a brain imaging study. My 
colleagues and I, particularly Dr. Nancy Minshew, tested a group of 17 adults with 
autism who had IQ's in the normal range, and compared their brain activity with a group 
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of matched control subjects. The task we asked them to perform was to read a 
sentence like "The farmer was followed by the parent" and then answer a question like 
"Who was doing the following, the farmer or the parent?" They did this while they were 
lying in an MRI scanner and reading the sentence on a projector screen in the scanner. 

We measured their brain activity (using functional MRI) literally measuring the oxygen 
concentration in every part of their brain every 3 seconds. By seeing where the oxygen 
was going, we can tell which parts of the brain are at work and how hard they are 
working. 

There were 4 absolutely fascinating and unexpected re sults, all converging on the same 

new theory. 3. AutiSITI GrOUP 

First, the autism group had less activation in Broca's “ 

area (a sentence integration area, in the leftmost 
oval) than the control group and more in Wernicke's 
area (a word processing area, in the rightmost oval). 

The people with autism are doing less integrative 
thinking and are focusing more on the words In 
isolation (Just et al., 2004). 

Second, the brain activity was less synchronized 
between various brain areas in the adults with autism. 

For the control subjects, the activity in one brain area 
went up and down at the same time as in another 
brain area. The areas were more synchronized, or 

better coordinated. The figure below shows that the ■ i ^ 

red and green lines (activity levels in two brain areas) COntrOl GfOU 

track each other considerably less well in the person ’ 

with autism as indicated by the r value. 



b. Control Group 



Zif" 
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Third, one of the major fiber tracts in the brain connecting the ieft and right side of the 
brain was slightly smaller in the people with autism. This fiber tract is called the corpus 
callosum. It doesn't do any processing itself but it does connect the different brain areas 
of the brain that do the processing. Martha Herbert and her colleagues (2004) have 
reported similar abnormalities of the cabling (white matter) in autism. It is the white 
matter of the brain that is thought to cause the brain in autism to grow too large in early 
childhood at the time of onset of symptoms. 

Fourth, the size of the corpus callosum was correlated with how synchronized the brain 
areas in the left and right hemisphere were. The diameter of this cable -the corpus 
callosum - was correlated with the amount of synchronization of the two brain areas that 
it connected. The smaller it was, the lower the degree of 
scatterplot shows the correlation, where functional 
connectivity is the measure of synchronization. The 
lower scatterplot shows that in the control group, which 
had a larger corpus callosum, there was no relation 
between the size of the cable portion and the amount 
of synchronization. 

All four of the above findings point to the same 
conclusion: underconnectivity of brain areas in autism. 

There is additional evidence which I have not shown 
you to support this underconnectivity conclusion. For 
example, the findings have been obtained not just in a 
language task, but also in a problem-solving task, and 
a social task, thus occurring in all three of the main 
symptom domains of autism The theory also predicts 
that information transfer between brain regions will be 
reduced and a study requiring formation of a visual 
image from a verbal description has demonstrated this 
to prediction to be true. Also, the theory predicts 
particular difficulty in multitasking in autism, even in 
cases where each of the two tasks can be performed 
perfectly well by itself, but is much more poorly 
performed than by controls in a multitasking situation 
(Garcia-Villamisar et al., 2002). The reason that 
difficulties are greater in multitasking is that executing 
two concurrent tasks requires an especially large 
amount of inter-area coordination, and 
underconnectivity makes such a multi-tasking much 
more challenging. 

The new findings aren't just scientific esoterica to be buried in a journal. They provide 
the basis for developing new therapies that attempt to minimize or overcome the 
problems of underconnectivity. The new results also help set the sights for the next 
round of research, to find out why brain connections aren't developing normally, and 
what genetic or pharmacological interventions might help remediate this problem. 
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I came here to show you the scientific ledgers from our laboratories, not the financial 
ledgers. But at the end of the day, both ledgers have to balance. The current level of 
federal funding has enabled us to come this far, and now is the time to accelerate, not 
to slow down. We are now more sure than ever that we are on the right road, and our 
target is clearer. Federally supported research centers like the NICHD Collaborative 
Programs of Excellence in Autism (CPEA's) as well as others are leading the charge. 
Your continued and increasing support is essential to make this vital journey reach its 
destination, to use the power of science and medicine in the service of innocent victims 
of autism and their families. We also wish to express our tremendous appreciation of 
the individuals who have participated in our studies. We wish to encourage others to do 
so as the pace of progress is only as fast as the numbers of individuals who volunteer. 
The importance of normal controls cannot be under-emphasized. 

Thank you for your interest in this area of medical research science. With your help, we 
can continue to make critical new advances in the field of autism research that will 
change peoples’ lives." 
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Mr. Burton. OK. Ms. Redwood. 

STATEMENT OF LYN REDWOOD, R.N., MSN, PRESIDENT, 
COALITION FOR SAFEMINDS 

Ms. Redwood. Good morning, Chairman Burton and members of 
the subcommittee. My name is Lyn Redwood. As president of the 
Coalition for SafeMinds and parent of a child with mercury-induced 
autism, I want to thank you on behalf of the entire autism commu- 
nity for holding this important hearing today. 

Given the prescribed time to take my comments, I am providing 
a copy of the newly released report from SafeMinds entitled A Brief 
Analysis of Recent Efforts in Mercury Medical Induced Neuro- 
logical and Autism Spectrum Disorder, and ask that it along with 
my full written testimony be entered into the hearing record. 

Since the scientists present here will be testifying regarding their 
research telling the connection between thimerosal and autism, I 
have chosen to limit my oral testimony to the response of our Fed- 
eral agencies to this issue. 

How I came to this discussion. I’m here today because of my son 
Will. These pictures show you a healthy, alert, happy, non-autistic 
boy. This is my son after he received toxic levels of mercury, 125 
times his allowable EPA exposures. He was just a shell of his 
former self. I share this personal information with you to bring to 
you the reality of Government policy. What we discuss here today 
is not just a theoretical risk, but actual injury. 

It has been 5 years since the Public Health Service and the 
American Academy of Pediatrics first announced that thimerosal 
should be removed from vaccines. And at that time, taking the ap- 
propriate position of caution, they announced to the public and 
practitioners, “Because of any potential risk or concern the Public 
Health Service, the American Academy of Pediatrics and vaccine 
manufacturers agree that thimerosal-containing vaccines should be 
removed as soon as possible. 

This next slide, on the left is a picture of a boy from the 1930’s 
who suffered from acrodynia, which was a form of mercury toxicity 
resulting from exposure to mercury in teething powders. On the 
right is my son after developing mercury toxicity. 

In July 2000, when SafeMinds presented to the Government Re- 
form Committee a paper. Autism: A Novel Form of Mercury Poison- 
ing, publishing the evidence pointing to the synonymous nature of 
the symptoms of mercury poisoning and autism spectrum disorders, 
we could not have imagined that in 2004, thimerosal would still be 
in vaccines and that the Government agencies tasked with protect- 
ing the public would have failed to take aggressive action to get the 
mercury out. We could not have imagined that the Department of 
Health and Human Services would instead have focused their ener- 
gies on avoiding the truth that’s before them, and in doing so, un- 
dercut the public’s trust in vaccine programs, and continuing to put 
babies at risk. 

The first in a series of regulatory failures of our Government 
agencies belongs to the Food and Drug Administration for failing 
to remain open minded and objective about the possibility that vac- 
cines might at times be harmful, and requiring valid scientific evi- 
dence from manufacturers to prove safety of vaccines, their pre- 
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servatives and adjutants. Over the course of 70 years since thimer- 
osal was first introduced into the marketplace, FDA has repeatedly 
failed to ask tough questions and require proof of safety, while al- 
lowing its increased use in vaccines. 

But worse than this initial series of failures is that which has oc- 
curred since the July 1999 announcement. The Coalition for 
SafeMinds asked the FDA to immediately conduct a recall and pro- 
tect every child from potential mercury injury. The FDA denied 
this request as they denied your request. Chairman Burton, citing 
their fear that industry would sue because they had “no proof of 
harm.” 

Since then, two citizens’ petitions have also been submitted to 
the FDA asking for recall and ban on thimerosal-containing vac- 
cines, one by the National Vaccine Information Center in 2002 and 
just recently another by the Coalition for Mercury-Free Drugs in 
July 2004. These petitions seek to make the FDA enforce its own 
regulations that unless a component of a drug has been proven safe 
it must be removed. Neither of these petitions have been responded 
to or acted upon at this time. 

I and many of my medical colleagues remain astonished that we 
even have to ask the FDA to stop allowing mercury to be injected 
into babies. We’ve trusted that the FDA was doing its job and as- 
suring the safety of all drugs and biologies it regulates, and that 
trust has been proven under-served in this instance. 

CDC failures are even more egregious. At every turn when the 
CDC could have alerted the public and taken a strong stand 
against the use of thimerosal, they instead have promoted flawed 
epidemiological studies as proof that no evidence of harm has ex- 
isted. If the uninformed public takes the statements on the CDC 
Web site at face value, they could conclude that rigorous evalua- 
tions have been conducted and that no risks are associated with 
the use of thimerosal in vaccines. Nothing could be further from 
the truth. 

In July 2000, when you had the CDC before you, your committee, 
they made no mention of their own research looking at the link be- 
tween thimerosal and autism. SafeMinds obtained relevant docu- 
mentation through a Freedom of Information Act request which 
showed that by December 1999 the CDC knew thimerosal could be 
linked to the increased incidence of neurodevelopmental disorders. 

Using taxpayer resources and ready access to the vaccine safety 
data link sets, CDC researcher Dr. Tom Verstraeten and his team 
looked at the medical records of children in a number of HMOs to 
see if there was any truth to the thimerosal autism hypothesis. 
Their results were so striking and deserving that they would next 
call for a private meeting away from the CDC complex and away 
from the public eye to discuss. This is the now infamous 
Simpsonwood meeting where Dr. Verstraeten presented his find- 
ings to a closed group of CDC and HHS officials and selected out- 
side experts, many of whom were academic scientists with close 
ties to vaccine manufacturers. 

The Simpsonwood meeting, ostensibly designed to be a careful re- 
view of the CDC analysis on the impact of thimerosal-containing 
vaccines on child development instead became a vehicle for making 
numerous deliberate choices that took positive findings in a single 
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direction toward insignificance. Between February 2000 and No- 
vember 2003, Dr. Verstraeten and his supervisors at the National 
Immunization Program produced four separate generations of an 
analysis designed to assess the impact of vaccine mercury exposure 
on neurodevelopmental disorders in children. With each generation, 
elevated and statistically significant risks were reduced or elimi- 
nated. 

But before these four generations of study were produced, 
Verstraeten conducted an earlier analysis of these issue in Novem- 
ber and December 1999. He never prepared a formal report of the 
work, but statistic tables obtained by SafeMinds in a FOIA request 
not previously analyzed demonstrate large and statistically signifi- 
cant mercury exposure effects that in many cases exceeded the 
findings of their later reports. 

The results of the generation zero analysis are striking and more 
supportive of a causal relationship between vaccine mercury expo- 
sures and childhood developmental disorders, especially autism, 
than any other results reported later. The elevated risk of autism 
for the highest exposure level of mercury at 1 month of age ranged 
from 7.4 to 11.4 times the zero exposure level. This increased risk 
level corresponds to a tenfold increase in autism rates seen since 
vaccine mercury exposures increased starting in 1990. 

It’s also interesting to note than in August 1999, with increasing 
pressure for scientists and researchers to gain access to this data 
base, a GDC employee. Dr. Chen, went to a meeting in Europe and 
created an organization which he named the Brighton Collabora- 
tion. The mission is to facilitate the development, evaluation and 
dissemination of high quality information about safety of human 
vaccines. 

Their aim is to develop globally accepted and implemented stand- 
ardized case definitions of adverse events following immunization. 
While on the surface this may seem like a worthy cause, a number 
of legitimate concerns need to be fully addressed, including how 
CDC employees are gaining CDC funding for their outside activi- 
ties. I have outlined some of these concerns in my written testi- 
mony and ask for your assistance in gaining full disclosure from 
CDC on these issues. 

In 2001, the CDC contracted with the Institute of Medicine to 
create an immunization safety review committee, in order to review 
the scientific evidence regarding a number of vaccine injury 
hypotheses, including the correlation between thimerosal-contain- 
ing vaccines and the onset of neurodevelopmental disorders, includ- 
ing autism. The lOM’s first report on thimerosal was issued in Oc- 
tober 2001, and concluded that the evidence was inadequate to ei- 
ther accept or reject this hypothesis. 

But they went on to find the hypothesis biologically plausible and 
called for a clear and scientifically sound path for research nec- 
essary to find these answers. That path include epidemiology but 
it also called for animal models, clinical, case study and other rel- 
evant research in keeping with the tenets of good science. The com- 
mittee went even further to recommend that infants, children and 
pregnant women not be exposed to thimerosal-containing vaccines, 
a recommendation that was not embraced by our Federal agencies. 
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On May 18th, the Institute of Medicine Immunization Safety Re- 
view Committee issued their final report, which found that the bio- 
logical mechanisms presented to their committee, including 
thimerosal’s ability to induce DNA damage and apoptosis in neu- 
rons, disrupt methionine synthase pathways, a model of autism in- 
duced with vaccine level exposure to thimerosal in an autoimmune 
mouse, elevated levels of mercury in children with autism after 
challenge with a chelating agent in comparison to controls, along 
with data that children with autism are not able to effectively ex- 
crete mercury were only theoretical at best. They concluded that 
the body of epidemiological evidence favors a rejection of a causal 
relationship between vaccine thimerosal exposure and autism. 

A causal relationship between autism and vaccinations cannot be 
proved or rejected based solely on the evidence from population- 
based epidemiological studies. Epidemiological studies are by defi- 
nition not designed to prove causality, they can only provide statis- 
tical associations. Therefore, the committee’s conclusion that the 
body of epidemiological evidence favors rejection of a causal rela- 
tionship has no scientific meaning. 

The committee admits in their report that population-based stud- 
ies would not be able to detect sub-populations that could be ge- 
netically more vulnerable to mercury at lower doses than normal. 
By their own admission, an untested plausible biological expla- 
nation for the causal association is the genetic susceptibility the- 
ory. Why was this not emphasized as a worthy hypothesis to ex- 
plore? 

Access to data is important, but access means nothing if you do 
not have the resources to conduct research. The very reason tax- 
payers support significant resources, $27 billion, to be provided by 
the National Institutes of Health, is to conduct research free of in- 
dustry or other outside influence, to get timely answers to impor- 
tant health related questions. Since the mid 1980’s, we’ve seen the 
epidemic increase in the rates of autism, yet NIH and other health 
agencies have been slow to respond. Autism research in 1977 was 
only $22 million. Although that’s increased over the last few years, 
it remains woefully inadequate. 

The NIH’s efforts to conduct and fund studies evaluating thimer- 
osal have been at time misdirected and continue to be inadequate 
given the severity and the potential risks associated with the dis- 
covery in 1999 that 8,000 children a day were being exposed to po- 
tentially dangerous levels of mercury. While the entire research 
portfolio on autism spectrum disorders remains inadequate, the in- 
vestment on thimerosal research is even more minuscule. 

In previous hearings, HHS staff testified to you that they had 
nominated thimerosal to the National Tox Program managed by 
the NIH’s National Institute of Environmental Health Services. 
But after more than 3 years of waiting, thimerosal has yet to hit 
the radar screen of the National Tox Program. There are 31 chemi- 
cals with a project leader assigned and a study designed, but thi- 
merosal is not among them. 

So is there scientific evidence to support a parent’s claim that re- 
ceiving thimerosal-laden vaccines caused their children to become 
ill? Is there evidence to validate that the presence of mercury in 
the bodies of young children who also happen to be autistic is of 
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concern? To those who remain open minded, there is ample evi- 
dence to support these concerns. When NIH has failed to fund 
studies, the lOM asked for non-profit organizations, such as 
SafeMinds to fund or supplement research at some of our country’s 
most respected academic institutes. 

While the NIH spends less than $59 per autistic child on re- 
search, families are paying tens of thousands out of pocket for 
therapeutic care for their thimerosal injured children. They have 
heen forced to devote energy and resources to raise money for re- 
search from art auctions, dinners, tee-shirt sales for 5 years be- 
cause NIH and HHS have chosen not to make this a priority. 

The Office of Special Counsel, an independent investigative and 
prosecutorial agency operates as a secure channel for disclosure of 
whistleblower complaints and abuse of authority. I only point this 
out to let you know right now the Office of Special Counsel is cur- 
rently investigating the issues with thimerosal. 

I know I’ve gone over time. I will cut through this real quickly 
and go to Cautious Hope for California. 

Mr. Burton. You’re talking about the bill that’s on Governor 
Schwarzenegger’s desk? 

Ms. Redwood. Yes, sir. 

Mr. Burton. Well, we’ll all be pushing to try to make sure that 
he signs that. I’ve already got a call in to him. 

If you could summarize, though. 

Ms. Redwood. I am. I have just a quick few more notes. Al- 
though the reduction of thimerosal in medical products, including 
vaccines, has taken over 5 years to accomplish, we may be starting 
to see some of the effects of this policy decision. According to infor- 
mation released in July 2004 by the California State Department 
of Developmental Services, California has experienced the first ever 
9 month sustained reduction in the numbers of professionally diag- 
nosed new cases of full syndrome autism being added to Califor- 
nia’s developmental disability service system. 

What makes this historic reduction in new cases of autism so im- 
portant is that those children come from the birth cohort years of 
1999 and 2000, which Dr. Egan mentioned earlier. These are the 
years when serious efforts began to substantially reduce the 
amount of mercury-containing thimerosal from vaccines. 

Vaccine safety is an important public health issue. Concerns 
voiced by parents, physicians and the scientific community regard- 
ing vaccine safety must be addressed with thoughtful, complete and 
unbiased investigations. I showed you pictures earlier of my son 
Will. Unfortunately, his mercury-induced autism was not an iso- 
lated incident. Last April, Unlocking Autism brought photos of au- 
tistic children that spanned the length of three football fields on 
the Capitol grounds. I must ask how many children were thimero- 
sal injured because the FDA and CDC chose not to act aggressively 
in 1999 and how many more are at risk because mercury continues 
to remain in vaccines and other medical products. 

Thank you. 

[The prepared statement of Ms. Redwood follows:] 
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Introduction 

Good morning Chairman Burton and Members of the Subcommittee. My name is Lyn 
Redwood. As President of the Coalition for SafeMinds, and the parent of an autistic child, I 
want to thank you on behalf of the entire thimerosahinduced autism community for holding this 
important hearing today. 

Given the prescribed time to make my comments, I am providing a copy of a newly released 
report from SafeMinds entitled "A Brief Analysis of Recent Efforts in Medical Mercury Induced 
Neurological and Autism Spectrum Disorders." I ask that it be entered into the hearing record 
today. 

It has been five years since the Public Health Service (PHS) and the American Academy of 
Pediatrics (AAP) first announced that thimerosal should be removed from vaccines. At that 
time, taking the appropriate position of caution, the PHS and AAP announced to the public and 
practitioners: 

"...because any potential risk is of concern, the Public Health Service (PHS), the American 
Academy of Pediatrics (AAP), and vaccine manufacturers agree that thimerosal-containing 
vaccines should be removed as soon as possible. " 

In July 2000 when SafeMinds presented to the Government Reform Committee the paper. 
Autism a Novel Form of Mercury Poisoning, publishing the evidence pointing to the synonymous 
nature of the symptoms of mercury poisoning and autism spectrum disorders, we could not have 
imagined that in 2004 thimerosal would still be in vaccines and that the government agencies 
tasked with protecting the public would have failed to take aggressive action to get the mercury 
out and protect our nation’s children. We could not have imagined that they would, instead, 
have focused their energies on avoiding or hiding the truth that is before them, and in doing so 
undercut the public’s trust while continuing to put babies at risk for mercury injury. 

Government and Regulatory Failures Abound 

Food and Drue Administration 

The first in a series of regulatory failures of our government agencies belongs to the Food and 
Drug Administration (FDA) for failing to remain open minded and objective about the 
possibility that vaccines might at times be harmful and requiring valid scientific evidence from 
manufacturers to prove safety of vaccines, their preservatives and adjuvants. Over the course of 
seventy years since Thimerosal was first introduced into the marketplace, FDA has repeatedly 
failed to ask the tough questions and to require proof of safety while allowing its increased use in 
vaccines. Federal regulations provide review procedures for biological products, including 
vaccines, and submission of animal safety data for the finished biological product. One must ask 
why Thimerosal, destined for childhood vaccines, was allowed to bypass toxicological testing, 
the bedrock of pharmaceutical development. FDA openly admits that original safety data 
submitted in the 1930’s where Thimerosal was administered to adult rats, mice, dogs and guinea 
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pigs, no histopathology on the brain was reported. Only one study in humans was received where 
Thimerosal was used as an experimental agent to treat meningitis. 

"The earliest published report of thimerosal use in humans was published in 1931 (Powell and 
Jamieson 1931). In this report, 22 individuals received 1% solution of thimerosal intravenously 
for unspecified therapeutic reasons. Subjects received up to 26 milligrams thimerosal/kg (1 
milligram equals 1,000 micrograms) with no reported toxic effects, although 2 subjects 
demonstrated phlebitis or sloughing of skin after local infiltration. Of note, this study was not 
specifically designed to examine toxicity: 7 of 22 subjects were observed for only one day, the 
specific clinical assessments were not described, and no laboratory studies were reported. 

Although those who received this experimental treatment suffered high mortality and morbidity, 
these poor outcomes were attributed to the severity of the disease and not to Thimerosal. From 
these initial investigations Thimerosal was assumed “safe" by FDA and its use was 
“grandfathered” without further toxicity testing required. 

In the early 1980’s concerns regarding Thimerosal arose and an expert panel was convened by 
FDA to review its use in topical over the counter products. The panel reported in 1982 that 
Thimerosal was “toxic, caused cell damage, was not effective in killing bacteria or halting their 
replication” and that Thimerosal is “not generally recognized as being safe or effective”^. It was 
not until 16 years later in 1998 that the FDA issued the final mle that required Thimerosal to be 
removed from OTC products. FDA gave the industry 16 years to phase out thimerosal’s presence 
in OTC Products. However, the FDA has not fully enforced this rule as thimerosal products can 
still be found on the shelves in some pharmacies. 

Even with heightened awareness within FDA that the use of thimerosal was questionable, the 
Center for Biologic Evaluation and Research (CBER) at FDA appears to have been asleep at the 
switch. For two decades after thimerosal safety was called into question within the agency, 
CBER didn’t look to ban its use, rather they encouraged its increase use. On their own website 
the FDA states the one human study used to gain FDA approval for Thimerosal had limitations. 

But worse than this initial series of failures, is that which has occurred since the July 1999 
announcement. The Coalition for SafeMinds asked the FDA to immediately conduct a recall and 
protect every child from the potential of mercury-injury. The FDA denied this request, as they 
denied yours Chairman Burton, citing their fear industry would sue because the FDA had no 
‘proof of harm’. Two additional citizen’s petitions have been submitted to the FDA asking for a 
recall and ban of thimerosal-containing vaccines - one by the National Vaccine Information 
Center^ in January 2002 and another by the Coalition for Mercury Free Medicine"' in July 2004. 
Convinced that the FDA is abdicating its responsibility to protect our population from the 
neurotoxin merciny, still present in excess of EPA safety limits in vaccines and other drags to 
which the unborn and newborn are routinely exposed without informed consent, the Coalition for 
Mercury-Free Drugs (CoMeD) filed FDA Citizen Petition 2004P-0349, seeking to make this 



‘ http://www.fda.gOv/cber/vacdne/thimerosai.htm#t! 

^ !982 Vol 47, No. 2 Federal Register 
^ http://www.fda.gov/ohrms/dockets/CITPETS/02citpetdoc 
http://www.fda.gOv/ohrms/dockets/dailys/04/atig04/080404/04p-0349-cp00001-0i-voU.pdf 
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agency enforce its own regulations that, unless a component of a drug has been proven safe, it 
must be removed.® This petition, which asserts this unwarranted and uninformed exposure to a 
known neurotoxin is a violation of the Constitutional Right of Bodily Integrity, is accompanied 
by 1000 pages of epidemiological and clinical research demonstrating a causal association 
between mercury exposure and neurodevelopmental disorders, including autism. Neither petition 
has been responded to or acted upon. 

The truth is that even before the 1999 announcement, FDA had over the preceding decade 
received early warnings they chose to ignore. Between 1990 and 1998 the FDA received 47 
adverse events reported through the Vaccine Adverse Events Reporting System (VAERS) 
regarding mercury or thimerosal. From 1998 to July 2000 another 15 reports were received. 
These ‘red flags’ were ignored. 

Since 1990, FDA’s CBER has funded 31 studies with its own scientists evaluating thimerosal, 
yet none of those studies appear to have been about toxicity, rather they have been studies to 
understand and enhance stability, analysis of total mercurial content, and other studies one 
conducts on materials whose use you want to promote. Resources they could have used to 
conduct the much needed pharmacokinetic studies, determining toxicity and maximum safe 
exposure levels, were not conducted (or have not been made available to the public if they have 
been done). Rather staff time and limited FDA research resources have done the work of 
industry in looking to make thimerosal more widely used.* 

The FDA has failed the American public by ignoring its own data and the published data of 
numerous respected academic institutions showing that thimerosal is highly allergic to a 
significant portion of the population and that it does indeed harm the brain. Just a simple 
Medline search reveals hundreds of peer reviewed articles which document the toxicity of 
Thimerosal, including severe morbidity and mortality from high level exposure. They have 
repeatedly failed the public by putting the profits and preferences of industry above the safety of 
children. 

1, and many of my medical colleagues, remain astonished that we even have to ask the FDA to 
stop allowing mercury to be injected into babies. We have trusted that the FDA was doing its 
job and assuring the safety of all of the drugs and biologies it regulates and that trust has been 
proven undeserved in this instance. Mercury in all of its forms is a known toxin. The unborn, 
the newborn, and the very young are particularly susceptible to brain injury from exposure, yet 
the FDA approved the use of Thimerosal to be administered in Rho-D immune globulin products 
injected into pregnant (and nursing) women with Rh-negative blood. They also approved the use 
of Hepatitis B vaccine with mercury to be given to babies within hours of birth. They approved 
DTaP, Hep B, Hib, Hep A, and the flu vaccine for use in infants and young children with the 
mercury-based preservative thimerosal. 



^ (See the Federal Food, Drug, and Cosmetic Act, 21 U.S.C. 355(c)(3), and 2! C.F.R 10,30) 

* Information gleaned from CRISP (Computer Retrieval oflnformation on Scientific Projects) is a searchable 
database of federally funded biomedical research projects conducted at universities, hospitals, and other research 
institutions and noted in Appendix D of “A Brief Analysis of Recent Efforts in Medical Mercury Induced 
Neurological and Autism Spectrum Disorders.” 
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When faced with the facts that children in the first six months of life were receiving excessive 
levels of mercury through vaccines, the FDA has chosen to allow industry to determine its phase 
out period rather than to give them hard deadlines or refiise to allow its continued use at all. 

Centers for Disease Control and Prevention 



The CDC’s failures are even more egregious. At every turn, when the CDC could have alerted 
the public and taken a strong stand against the use of thimerosal, they have chosen instead to 
promote flawed epidemiology studies as proof that no evidence of harm existed. If the 
uninformed public takes the statements on the CDC’s website at face value, they could conclude 
that rigorous evaluations have been conducted and that no risks are associated with the use of 
thimerosal vaccines. Nothing could be further from the truth. 

In July 2000 when you had the CDC before your Committee they made no mention of their own 
research looking at the thimerosal link. SafeMinds obtained relevant documentation through a 
Freedom of Information Act request that showed by December 1999 the CDC knew thimerosal 
could be linked to the increased incidence of neurodevelopmental disorders. 

Using taxpayer resources, and access to the Vaccine Safety Datalink datasets, CDC research 
fellow Dr. Thomas Verstraeten and his team looked at the medical records of children in a 
number of HMDs to see if there was any truth to the thimerosal-autism hypothesis that had been 
proffered. Between February 2000 and November 2003 Dr. Verstraeten and his supervisors at 
the National Immunization Program produced four separate generations of an analysis designed 
to assess the impact of vaccine mercury exposures on neurodevelopmental disorders in children. 
With each generation, elevated and statistically significant risks were reduced and/or eliminated. 

But before these four generations of reports were produced, Verstraeten conducted an earlier 
analysis of these issues in November and December of 1999. He never prepared a formal report 
on this work, but statistical tables obtained by Safe Minds in a FOIA request (and not previously 
analyzed) demonstrate large and statistically significant mercury exposure effects that in many 
cases exceeded the findings of the later reports. 

These “Generation Zero” analyses followed a straightforward methodology that was relatively 
unaffected by biases applied later and was considerably more sensitive with respect to detecting 
mercury exposure effects than the later reports. Most notably, these initial analyses compared 
disease risk in the highest exposure population groups to disease risk in zero exposure population 
groups. In addition, the target study population had not yet been subject to numerous exclusions 
and adjustments applied later, the cumulative effect of which was to reduce the reported impact 
of mercury exposure on children’s health outcomes. 

The results of the Generation Zero analyses are striking and more supportive of a causal 
relationship between vaccine mercury exposure and childhood developmental disorders 
(especially autism) than any of the results reported later 
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• Relative risks of autism, ADD, sleep disorders and speech/language delay were 
consistently elevated relative to other disorders and frequently significant. Disease risk 
for the high exposure groups ranged from lows of 1 .5 to 2 times to as high as 1 1 times the 
disease risk of the zero exposure group. 

• Many other outcomes showed no consistent effect, while a few appeared to show a 
protective effect from vaccine mercury exposure (most likely children with these 
diagnoses were immunized later). 

• The strongest effect was for the highest levels of mercury exposure at the earliest time of 
exposure, consistent with the idea that infant brain development is most sensitive to the 
earliest exposures. 

• The elevated risk of autism for the highest exposure levels at one month ranged from 7.6 
to 1 1 .4 times the zero exposure level. This significant increased risk level corresponds to 
the tenfold increase in autism rates seen since vaccine mercury exposures increase 
starting in 1990. 

The difference in these results in comparison to the later reports reveal a number of 
methodological choices that may have been powerful sources of bias in later generations of the 
analysis, including the exclusion of children with less than two polio vaccines. These children 
would have been most reliably in the zero exposure group, whereas children with two polio 
vaccines and also with low reported mercury exposure would be more likely to have exposure 
reporting errors and the elimination of zero exposure categories in general as the referent 
category for risk assessment as well as the reduction in the measured exposure in the highest 
category. 

Even with alteration in the inclusion criteria the strong dose dependant associations between 
thimerosal exposure and several adverse neurological outcomes remained as described in an 
email from Dr. Verstraeten to his colleagues December 17, 1999 titled “It just won’t go away” 
where Dr. Verstraeten informs the team of investigators that “these neurological outcomes are 
very much related (odds of having one when also having the other go from 20 to 100!) As you 
see some of the RR’s increase over the categories and 1 haven’t yet found an alternative 
explanation,” 

Their results were so striking and disturbing that the CDC would next call a private meeting 
away from the CDC complex and away from the public eye to discuss, At the now infamous 
“Simpsonwood Meeting” Dr, Verstraeten presented his findings to a closed group of CDC and 
HHS officials and selected outside experts many of whom were academic scientists with very 
close ties to vaccine manufacmrers. This Committee, SafeMinds, and other vaccine injury 
advocacy organizations were not invited or even informed about this event; however, 
representatives from all five major vaccine manufacturers were present. Here, the beginning of a 
great injury to the public’s trast in our nation’s immunization programs would be crafted. 

The Simpsonwood meeting, ostensibly designed to be a careful review of a CDC analysis on the 
impact of thimerosal-containing vaccines on child development, instead became a vehicle for 
making numerous deliberate choices that took positive findings in a single direction, towards 
insignificance. Recommendations made by CDC consultants reveal an active interest in 
suppressing the signal in any way possible and widespread interest in concealing the information. 
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This meeting provides evidence of the waj^ in which data can be manipulated in complex 
epidemiological analyses. Any population based epidemiological analysis involves numerous 
subtle choices with respect to study design and reporting which allow supervisors of such 
population based studies wide discretion in the results they choose to report, depending on 
whether they are interested in reporting a positive or negative finding. In their words and actions 
described below, CDC and NIP employees demonstrated clear biases against reporting positive 
results. 

Dr. Rhodes made arguments to exclude the lowest exposure cases, claiming that the fact that 
their exposures were low suggested family behavior that made them unusual. The low rate of 
outcomes in this group of children, of course, added significance. Dr. Rhodes: Page 104: "I am 
not advocating totally throwing them [the low mercury exposure group] away and never 
considering them in any analysis, but at least for now let’s think if we can establish if there are 
differences in this group of 37 to 75 [micrograms of exposure, i.e., the middle exposure group], 
then in a sense we really don 't need them. ” 

He made arguments to exclude some cases that had unusually high exposures and outcomes at 
the same time. Any high exposure, high outcome group would support the signal. Dr. Rhodes: 
Page 105: "The other thing that happens at NCK is that even a year or two years after the policy 
change has been made and all kids are supposedly receiving the combination, there is an odd, 
small group of kids that supposedly receives separate DTP and Hib (note: with more thimerosal) 
and an unusually high percentage of those kids are outcomes.. .For example, if 1,500 kids were 
receiving one vaccine combination in that month of birth and 20 were receiving some other, I 
have removed the 20 completely from the analyses. ” 

He made arguments to include non-comparable cases, all of which would serve to add “noise” 
that could obscure the signal. Dr Rhodes: Page 107: "Now I take all those kids that Tom has 
excluded based on prematurity exclusion codes and throw them in. At one month I think there is 
some argument that is overdoing it. Throwing them all back in. 1 think there is a clear argument 
that is going too far. but that further brings things down. So you can push, 1 can pull. But there 
has been substantial movement from this very highly significant result down to a fairly marginal 
result. " 

An official from the WHO suggests that there could be no value in examining the question 
regardless of the findings. 

Dr. Clements: Page 247: "I am really concerned that we have taken off like a boat going down 
one arm of the mangrove swamp at high speed, when in fact there was not enough discussion 
really early on about which way the boat should go at all. And / really want to risk offending 
everyone in the room by saying that perhaps this study should not have been done at all, because 
the outcome of it could have, to some extent, been predicted, and we have all reached this point 
now where we are left hanging, even though / hear the majority of consultants say to the Board 
that they are not convinced there is a causality direct link between Thimerosal and various 
neurological outcomes. / know how we handle it from here is extremely problematic. ” 
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At the conclusion of the meeting a senior official of the National Immunization Program asks 
that the analysis remain secret. Dr. Bernier: Page 113: "We have asked you to keep this 
information confidential. We do have a plan for discussing these data at the upcoming meeting 
of the Advisory Committee on Immunization Practices on June 21 and June 22. At that time 
CDC plans to make a public release of this information, so I think it would serve all of our 
interests best if we could continue to consider these data. The AC IP work group will be 
considering also. If we could consider these data in a certain protected environment. So we are 
asking people who have a great job protecting this information up until now, to continue to do 
that until the time of the ACIP meeting. So to basically consider this embargoed information. 
That would help all of us to use the machinery that we have in place for considering these data 
and for arriving at policy recommendations. ” 

Rather than take swift and aggressive measures to eliminate all exposures to thimerosal in 
children, the CDC delayed the publication of the data for years while conducting additional 
evaluations of the data. These career HHS officials in the highest positions of authority in 
vaccine programs, charged with protecting the public from harm, crafted and implemented a 
strategy that included suppressing their own findings of harm; and would re-ran the data and re- 
write the study until all statistically significant correlations between thimerosal and neurological 
injury were wiped away. Their final conclusions, the message they would proclaim to the public 
was that no harm was found with the use of thimerosal in babies. 

Subsequent attempts for independent review of the VSD data have been met with numerous 
obstacles. One completed study by Geier and Geier,’ corroborated Verstraeten et al’s initial 
suspicion of an apparent epidemiological link between Thimerosal and neurodevelopmental 
disorders, including autism. Unfortunately, since, and some suspect due to, the Geier’s efforts, 
HHS and CDC have placed near impenetrable restrictions on access and study types related to 
VSD data, and such studies are no longer available for replication. This pattern of behavior 
constitutes malfeasance and should not be permitted to stand. It is time to remove the parties 
involved from their role in vaccine safety assessment and to subject the VSD data base to open 
and independent review. 

Another area of concern regarding the CDC’s lack of independence and objectivity in vaccine 
safety was brought to the attention of Congressman Weldon’s office by Lujene Clark, President 
of NoMercury.org and Safe Minds. Each group has looked into this issue and been very 
concerned. In the Fall of 1 999, just a few months after the joint statement calling for the removal 
of Thimerosal from childhood vaccines, a high-ranking CDC employee, Dr. Bob Chen, attended 
a meeting in Brighton, England created an the “Brighton Collatoration”* in collaboration with 
four of his vaccine colleagues, one of whom is an employee of Aventis Pasteur. The Brighton 
Collaboration’s stated mission is “to facilitate the development, evaluation, and dissemination of 
high quality information about the safety of human vaccines.” Their aim is to ‘To develop 



’ Nuerodevelopmental Disorders after Thimerosal-Containing Vaccines: A Brief Communication, Geier and Geier, 
Experimental Biology and Medicine, 2003 

* “The Brighton Collaboration was founded by Robert Chen, Harald Heijbel, Tom Jefferson, Ulrich Heininger, and 
Elisabeth Loupi in 1 999 at a meeting in Brighton, England. It was officially launched in autumn 2000. The 
Collaboration consists of volunteers from patient care, public health, scientific, pharmaceutical, regulatory and 
professional organizations coming from developed and developing countries." www.briehtoncQllaboration.ora 



7 




108 



globally accepted and implemented standardized case definitions of Adverse Events Following 
Immunization. ’ 

While on the surface this may seem like a worthy cause, a number of legitimate concerns need to 
be fully addressed. 

1 . Are the CDC and its employees suborning their duties to a non-US non-governmental 
body? 

2. The CDC (and WHO) began funding the Brighton Collaboration in 1999’, before it 
was even legally formed. What process for approval did Dr. Chen go through to 
obtain this funding? How is Dr. Chen, a recognized leader in CDC’s vaccine safety 
responsibilities allowed to form and lead a non-profit with direct correlations to his 
government duties? How did a CDC employee gain funding from the CDC for his 
outside activity? The Brighton website cites a salary structure for its leadership 
which begs the question, “Do Dr. Chen or other HHS employees receive double 
salaries?” 

3. How much funding has the CDC (and WHO) provided each year since 1999? Who 
specifically within CDC and HHS approved this funding? 

4. Brighton Collaboration now has offices at the CDC complex in Atlanta. Its 
employees appear to also be employees of the CDC? How is this possible? 

5. The CDC Foundation, another non-government, not for profit, formed for the benefit 
to the CDC is raising money to funnel to Brighton. What process did these entities 
traverse to be afforded these privileges at CDC? 

6. Since the Brighton Collaboration is a private vs. government entity, was one of the 
purposes of this organization to keep valuable vaccine safety data outside of public 
scrutiny? 

SafeMinds after consulting with Nomercury.org submitted these and other questions to the 
Director of the CDC earlier this year and provided a copy to your office as well. Dr. Gerberding 
provided a response that indicates that she has not been fully and accurately informed on this 
matter. We are following up with a letter to point out the discrepancies in her responses. In the 
years since you first pointed out conflicts of interest, and in this year when the public first 
learned of the hundreds HHS employees that have financial ties to industry, getting this 
information out in the public is critical. I am providing you a copy of all of these letters and ask 
your assistance in getting the truth before the public. 

Brighton is very troubling to parents who have cases before the Vaccine Injury Compensation 
Program for a number of reasons: 



^ “It obtained its first ftutding in 1999. The Brighton Collaboration is presently supported by the Centers for Disease 
Control and Prevention (CDC) and the World Health Organization (WHO), From 2000 until 2003, the Collaboration 
also received funding through the European Research Program for improved Vaccine Safety Surveillance 
(EUSAFEVAC). In December 2003, ^e Brighton Collaboration Foundation was established by the University 
Children's Hospital Basel, Switzerland. The purpose of the Foundation is to protect and preserve public health by 
promoting immunization safety. The Foundation promotes the development and availability, of globally accepted, 
high quality scientific standards for researdi on and communication of immunization safety. The Foundation may 
also conduct immunization safety research itself or support such research projects.” www.brightQncoti3boration.org 
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1. Rumors abound that Brighton staff and ‘volunteers’ are being afforded access to the 
Vaccine Safety Datalink and other internal data when outside researchers are blocked. 

2. Brighton while being promoted as ‘independent’ is actually a marriage of CDC/FDA 
employees and pharmaceutical representatives who are coming together to define 
what constitutes a vaccine adverse event and thus promote those definitions 
worldwide. One statement on their website states their intention to restrict doctors 
from reporting adverse events to vaccines that occur more than 48 hours after the 
delivery of a vaccine. 

3. Because information developed and promoted by this entity will be supported by 
CDC and other government entities, the special masters within the Vaccine Injury 
Compensation Program will likely accept their findings without question and thus, as 
was the case with redefining what constitutes encephalopathy, families with vaccine 
injured children will not receive compensation in this program, 

4. From a different but equally important view, the international community is being 
drawn in to this and may feel compelled to ‘volunteer’ their time and resources in 
order to stay in good graces with the CDC and WHO. 

Given these actions, which the community is just this year learning about, combined with CDC’s 
handling of the Vaccine Safety Link data, we see not only failure, but intentional actions to hide 
the truth. 

On a good note, on August 30“’, 2004 CDC approved a research- funding request from SafeMinds 
to investigate mechanisms of thimerosal toxicity. This funding will go to further research efforts 
of Dr. Homig at Columbia University and Dr. James at the University of Arkansas. We applaud 
this award and appreciate the opportunity to further this important research. We also hope this is 
a potential harbinger of a redirection of CDC tone and focus in this discussion. While every 
research dollar is appreciated, it is still a vastly under-fimded area. 

Institute of Medicine 



In 2001, the CDC and its Office of the National Immunization Program (NIP), contracted with 
the Institute of Medicine to create the Immunization Safety Review Committee in order the 
scientific evidence regarding a number of vaccine injury hypothesis including the correlation 
between reception of Thimerosal containing vaccines and the onset of neurodevelopmental 
disorders including autism. 

The lOM’s first report on Thimerosal was issued in October of 2001 and addressed the question 
if exposure to thimerosal containing vaccines could be associated with adverse 
neurodevelopmental disorders. The committee concluded that the evidence was inadequate to 
either accept or reject this hypothesis but went on to find the hypothesis “biologically plausible” 
and called for a clear and scientifically sound path for the requisite research necessary to finding 
the answers. That path included epidemiology, but also called for animal model, clinical, case 
study and other relevant research in keeping with the tenets of good science. The committee 
went even further to recommend that infants, children and pregnant women should not be 
exposed to thimerosal containing vaccines. This recommendation was not embraced by our 
Federal agencies. 
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Although the committee had issued a previous report on thimerosal in 2001, at the request of 
CDC, the committee was again called to review the issue in advance of causation hearings 
scheduled for later in the year. Unfortunately, at the time of the hearing, there was little 
additional science available for review, outside of population based epidemiological studies. In 
stating the charge to the committee, CDC chose to focus the investigation on autism alone 
instead of a broad range of adverse neurological outcomes previously considered as well as to 
place an emphasis on epidemiological investigations. Rather than reprimand the agency for its 
failures to adequately address the research recommendations in the 2001 report, the lOM would 
( 1 ) accept a narrowing of their inquiry to autism alone and (2) would base its final conclusions 
on epidemiological research proven to be flawed. 

On May 1 8* the Institute of Medicine’s Immunization Safety Review Committee issued then- 
final report which found that the biological mechanisms presented to the committee, including 
thimerosal’s ability to induce DNA damage apopotosis in neurons, disrupt methionine synthase 
pathways, a model of autism induced with vaccine level exposure to thimerosal in an 
autoimmune mouse, elevated levels of mercury in children with autism after challenge with a 
chelating agent in comparison to controls, along with data that children with autism are not able 
to effectively excrete mercury theoretical at best. They concluded that the body of 
epidemiological evidence favors a rejection of a causal relationship between vaccine thimerosal 
exposure and autism. 

A causal relationship between autism and vaccinations cannot be proved or rejected based solely 
on evidence from population-based epidemiologic studies. Epidemiological studies, by 
definition, are not designed to prove causality; they can only provide only statistical associations. 
Therefore, the committee’s conclusion that the “body of epidemiologic evidence favors rejection 
of a causal relationship...” has no scientific meanii^. 

The committee admits in their report that population-based studies would not be able to detect 
subpopulations that could be genetically more vulnerable to mercury at lower doses than normal. 
The majority of children without the genetic susceptibility would simply “dilute out” the 
minority of susceptible children. “The committee recognizes that this line of reasoning as a 
theoretical explanation for the data presented in this report ...” (i.e., their conclusion of no 
association). The whole concept of identifying a direct causal relationship between vaccinations 
and autism may be impossible by definition - so the conclusion of “no association” would be 
inevitable and unavoidable. The mercury exposure is at best a “trigger” not the gun. 

The conclusion that the available biological hypotheses for a causal relationship between autism 
and mercury "lack supporting evidence and are theoretical only” offers no justification for 
discouraging further research along these lines of investigation. All scientific hypotheses are 
“theoretical” by definition. By their own admission in the report, an untested and plausible 
biologic explanation for a causal association is the genetic susceptibility theory- the one theory 
that could explain their inability to detect an association in their population-based approach. 
Why was this not emphasized as a worthy hypothesis to explore? 
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The CDC’s National Immunization program (NIP) has once again turned to the lOM for 
assistance. Just last month the first meeting of a panel was conducted to look at if and how to 
make the VSD information available to outside investigators and whether or not the CDC should 
make ‘preliminary’ data available. Dr. Bob Chen, who takes credit for creating the VSD 
program, was noticeably absent from this public meeting. How can the lOM be expected to do 
its job, if the CDC does not bring before the Committee to answer questions, those directly 
responsibility for these activities? 

I would like to bring to your attention that one CDC employee in presenting information to this 
panel made grossly inaccurate statements in an attempt to excuse the lack of a well designed and 
executed program for outside research access. Dr. Roger Bernier, who has been before this 
committee, indicated that the CDC ‘mshed’ to put together the VSD sharing program (under 
Congressional pressure) when in fact the agency had a decade to develop a program, and after 
your intervention still took two years to design what has turned out to be a cumbersome sharing 
program. His statements were so blatantly false that another CDC staff person intervened to 
clarify and a former member of your staff further corrected the record during public comment. 

SafeMinds joined a number of other organizations in calling upon the lOM panel to push for 
transparency and open access. We remain cautious and hopeful. 

Funding Deficits at the National Institutes of Health 

Access to data is important, but access means nothing if you do not have the resources to conduct 
research. The very reason taxpayers support significant resources ($27 billion) be provided to 
the National Institutes of Health (NIH) is to conduct research, free of industry or other outside 
influence, to get timely answers to important health related questions. 

Since the mid-1980s we have seen epidemic increases in the rates of autism, yet the NIH and 
other health agencies have been slow to respond. 

In 1997 the NIH was investing only $22 million on autism research. This covered therapeutic 
interventions, genetic research, and everything in between. That research investment has 
increased five-fold but remains woefully inadequate: 

NIH Funding of Autism Research 

Fiscal Year: 1999 2000 2001 2002 2003 2004 2005(estimated) 

Funding (in millions); 40 52 56 65 93 96 99 

The NIH’s efforts to conduct and fund studies evaluating Thimerosal have been at times 
misdirected and continue to be inadequate given the severity of the potential risk associated with 
the discovery in 1999 that 8,000 children a day were being exposed to potentially dangerous 
levels of mercury. This premier $27 Billion biomedical institution comprised of 27 Institutes 
and Centers has to date failed to provide evidence to confirm that they have made this matter a 
priority or that they remain open-minded about the potential that thimerosal in vaccines may be 
linked to a novel form of autism - mercury-induced autism spectrum disorders. As the bastion 



11 




112 



for high quality research, the one study the NIH’s National Institute of Allergy and Infectious 
Diseases (NIAID) notes on in their May 2004 FAQ Public Page on NIAID-funded studies on the 
subject is the Rochester Study'® as proof that thimerosal in vaccines is not linked to autism. In 
this investigation Pichichero measured blood levels of mercury in infants after exposure to 
thimerosal-containing vaccines. 

There were a number of limitations in this investigation including a small sample size. Although 
the overall sample size was stated as 61 infants, there were only 33 exposed children who were 
used for the blood mercury assessment upon which the safety conclusions were made. One 
major shortcoming of a small sample size is the low chance of including infants who are 
especially sensitive to mercury's effects, or who may have detoxification difficulties. We know 
from the mercury literature that there is wide variability in the population in regard to mercury 
sensitivity and clearance. Since vaccines are given to virtually all infants, even if 1% retained 
mercury to a much greater degree than the "norm", this would represent a large number of 
injured children. The small sample size means that the study lacks sufficient power to establish 
safety claims. The sample was not randomly drawn, but was a convenience sample, and therefore 
not representative of all infants in terms of health status, socio-economic status, ethnicity, and 
other potentially important factors. The dose of mercury that the infants received was also much 
lower than what infants received during the 1990’s. Blood levels for mercury were obtained days 
and often times weeks after the vaccine exposure. Given that the half-life of ethylraercury 
appears to be 6-7 days, virtually all, if not all, blood draws missed the peak blood concentrations 
of mercury. It is impossible to state what the peak values are if they were not measured. It is also 
impossible to calculate average blood concentrations unless peak concentrations are measured. 

In spite of these limitations Pichichero makes the sweeping statement that "This study gives 
comforting reassurance about the safety of ethyl mercury as a preservative in childhood 
vaccines," The design and results of the study do not support these statements. In fact, the 
results suggest that thimerosal exposure from vaccines may have caused neurological damage in 
some children. Safe Minds questions the objectivity of the study authors, due to their ties to 
vaccine manufacturers, which may have resulted in a biased study design and biased 
interpretation of the results, Pichichero has an acknowledged financial tie to Eli Lilly, the 
developer of thimerosal and the main target of thimerosal litigation. He has also claimed 
financial ties to a number of vaccine manufecturers, including manufacturers of thimerosal- 
containing vaccines. 

In the Pichichero study, there is one infant blood level out of the 1 7 2-month old blood samples 
(12%), which was 20.55 nMol/L, or 4.1 ppb. This infant had its blood drawn five days after the 
exposure and had received just 37.5 mcg/Hg. According to a letter Lancet the following month 
written by Dr. Neal Halsey of the Vaccine Safety Institute at Johns Hopkins, a dose of 62.5 meg 
could well have resuhed in a peak blood mercury level of 48.3nmol/l. Applying newly reported 
brain to blood partition ratio of 4.5 ng/ml (+/- 1.5) for thimerosal, predicted brain levels of 
mercury would be 217.35 ng/g. 



Pichichero ME, Cemichiari E, Lopreiato J, and Treanor J. Mercury concentrations and metaboHsm in infants 
receiving vaccines containing thimerosal: a descriptive study. Lancet 360:1737-1741 (2002). 
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Given that Baskin et al (2003)" have documented DNA damage, caspase-3 activation, nuclear 
membrane damage and cell death in cultured adult human neurons and fibroblasts exposed to 
201 mcg/1 ethyl mercury (the lowest concentration tested) after 6 hours or less of incubation, 
routine vaccination practices during the 1990’s levels may have resulted in neurodevelopmental 
injury to some infants. That the NIAID would fund a small and poorly controlled study and then 
promote the findings, as if it were meeting the gold standards of scientific rigor, despite the 
numerous letters to the editor of Lancet questioning the authors conclusions, is highly suspect. 

While the entire research portfolio on autism spectrum disorders remains inadequate, the 
investment on thimerosal research remains miniscule. You have heard previously fi-om scientists 
who for decades were funded by NIH and then once they asked for funding on vaccine adverse 
events, they were suddenly turned down. In the issue of thimerosal, what could have been 
accomplished in months has still not been accomplished five years later. 

In previous hearings, HHS staff testified to you that they have nominated thimerosal to the 
National Toxicology Program‘S managed by the NIH’s National Institute of Environmental 
Health Sciences. In their 200 1 literature review and submission they conclude: 

Limited data were found on the comparative toxicology of ethylmercury vs. 
methylmercury. One animal study directly compared the toxicity of these compounds in 
rats administered 5 daily doses (8.0 or 9.6 mg/kg) of equimolar concentrations of ethyl- 
or methylmercury by gavage. Tissue distribution, and the extent and severity of 
histological changes in the brain and kidney were assessed. Neurotoxicity of ethyl and 
methylmercury was similar, with higher levels of inorganic mercury observed in the 
brains of ethylmercury treated rats. Renal damage was greater in rats receiving 
ethylmercury. Although the data are limited, similar toxicological profiles between 
ethylmercury and methylmercury raise the possibility that neurotoxicity may also occur 
at low doses of thimerosal. 

Thimerosal is nominated to the NTP for further study to assess gaps in knowledge 
regarding toxicokinetics and the potential for neurodevelopmental toxicity. These gaps 
include comparative toxicity of ethyl- and methylmercury, the metabolism and 
elimination of ethylmercury compared with methylmercury, the effect of intermittent 
intramuscular doses of thimerosal from vaccines compared with chronic low dose oral 
exposure to methylmercury, and the susceptibility of the infant compared with the fetus 
to adverse effects from organicmercurials. In order to provide a more complete 
assessment of the toxicity of thimerosal during the critical period of neurodevelopment. 



" Baskin, D., Ngo, Hop., and Didenko, V. Thimerosal induces DNA breaks, caspae-3 activation, membrane 
damage, and cell death in culture human neurons and fibroblasts. Toxicological Sciences, 2003; 74; 361-8. 

The National Toxicology Program (NTP) was established in 1978 by the Department of Health and Human 
Services (DHHS) to coordinate toxicological testing programs within the Department, strengthen the science base in 
toxicology; develop and validate improved testing methods; and provide information about potentially toxic 
chemicals to health regulatwy and research agencies, the scientific and medical communities, and the public. The 
Program is administered by the NTP Director, who is also the Director of the NIEHS. 
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well-designed studies are needed to address these gaps in knowledge in appropriate 
animal model(s)J^ 



Yet for Thimerosal, the NTP as of September 1, 2004, posts on their website the following 
information: 

=» No bioassay studies are available evaluating standard toxicology and carcinogenesis 
=> No reproductive studies are available 
=> No developmental studies available 
=s No immunology studies are available 

=> In 1983, one in vitro salmonella study was conducted evaluating genetic toxicity for 
hamsters and rats (which was negative) 

A further search of the NTP site finds that of the more than 8,000 chemicals in the market-place, 
zero have been approved for general toxicology study by the program. After more than 3 years 
of waiting, thimerosal has yet to hit the radar of the NTP. There are currently 3 1 chemicals with 
a project leader assigned and a study in design - thimerosal is not among them. 

Existing Studies Support a Link Between Thimerosal Exposure and the Onset of 
Autism. 



So is there scientific evidence to support parent’s claim that after receiving thimerosal laden 
vaccines their children became ill? Is there evidence to validate that the presence of mercury in 
the bodies of young children, who also happen to be autistic, is of concern? 

To those who remain open-minded, there is ample evidence to support these concerns. When 
HHS foiled to fund the studies the lOM asked for, non-profit organizations, such as SafeMinds 
have funded or supplemented research at some of our country’s most respected academic 
institutions. While then NIH spends less than $59 per autistic child on research, families who are 
paying tens of thousands of dollars out of pocket for the therapeutic care of their thimerosal- 
injured children have been forced to devote energy and resources to raise money research from 
art auctions, dinners, and t-shirt sales because for five years NIH and HHS have chosen not to 
make this a priority. 

While HHS continues to state there is no evidence to support a link between thimerosal 
exposure and the onset of autism and that science does not yet know if ethylmercury is as toxic 
as methylmercury, the evidence has indeed been mounting. 

A discourse between Congressman Dave Weldon, MD and Dr. David Baskin during the 
December 10, 2002 hearing of the Committee on Government Reform provides a fair analysis of 
this quandary. 



Thimerosal Nomination to the National Toxicology Program http://ntp- 
server.niehs.nih.gov/htdocs/Chem_Background/ExSumPDF/Thimerosal.pdf 
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Dr, Weldon, / have a couple of questions for Dr. Baskin about ethyl mercury versus methyl 
mercury. / have had some people say that data on methyl mercury is fairly good, but we don't 
have good data on ethyl mercury. I take it from your testimony there is actually quite a bit of 
data on ethyl mercury and that it’s as toxic as methyl mercury. 

Dr. Baskin. There is more data, more and more data on ethyl mercury. The cells that / showed 
you dying in cell culture are dying from ethyl mercury. Those are human frontal brain cells. 

You know, there has been a debate about, well, ethyl versus methyl. But from a chemical point of 
view, most chemical compounds that are ethyl penetrate into cells better than methyl. Cells have 
a membrane on them, and the membrane is made of lipids, fats. And ethyl as a chemical 
compound pierces fat and penetrates fat much better than methyl. And so, you know, when I've 
began to work with some of the Ph.D.s in my laboratory and discuss this, everyone said, oh, 
gosh, you know, we've got to adjust for ethyl because it's going to be worse: the levels are going 
to be much higher in the cells. So, I mean, I think at best they're equal but it's probably highly 
likely that they are worse. And some of the results that we are seeing in cell culture would 
support that ... ''' 

Research by Clarkson, Magos and Meyers‘S and Gossel and Bricker’s'* determined, that ethyl 
mercury (thimerosal) has the capacity to attack and injure various neurodevelopment centers. 

Boyd Haley, PhD, professor and chair at the University of Kentucky, Department of Chemistry 
provided clear and specific conclusions from his research and the evidence he has reviewed: 

• Thimerosal is the major toxic component of most vaccines 

• Thimerosal is a more potent inhibitor of many metabolic enzymes than is mercuric 
chloride 

• Due to synergistic toxicity, thimerosal exposure through vaccines with aluminum should 
be considered quite capable of causing severe neurological and systemic damage. 

• There appears to be a subset of the population that cannot effectively excrete mercury and 
are at a greater risk to exposures to mercury than are the general population. Genetic 
susceptibility is critical. 

• Presence of other heavy metals, antibiotics, etc. may enhance the toxicity of thimerosal. 
Synergistic toxicities must be considered. 

• Estrogen decreases thimerosal toxicity whereas testosterone increases the toxicity. 
Gender effects are involved. 

In 2003, Holmes et al'^ published a paper showing that that lower overall rate of (excreted) 
mercury in the infants’ hair for children diagnosed with autism. This finding strongly supported 
the hypothesis connecting autistic children’s inability for excreting mercury, and as a precursor 
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Vaccines and the Autism Epidemic: Reviewing the Federal Governments Track Record and Charting a Course 



for the Future, Serial No. 107-153 

Thomas W. Clarkson, Ph.D., Laszlo Magos, M.D., and Gary J. Myers, M.D., The Toxicology of Mercury — 
Current Exposures and Clinical Manifestations, N Engl J Med 2003;349:1731-7. 

Gossel TA, Bricker JD. Principles of clinical toxicology. 2nd ed. New York: Raven Press, 1990. 

Reduced Levels of Mercury in First Baby Haircuts of Autistic Children, International Journal of Toxicology, 



22:277-285, 2003 
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to mercury induced neurotoxicity and subsequent development disorders. Non-autistic children 
were found to have substantially higher mercury levels in their first cuts, purporting that their 
excretion capacity for mercury is less hindered, at least in comparison to the capacity of autistic 
children. 

Dr. H. Vasken Aposhian, provided a similar perspective to the lOM in February: He put forward 
the possibility that there is an efflux impairment to which thimerosal is introduced into an 
unfavourable environment. Thimerosal would then be a final insult or “trigger” leading to 
autism.'* The second postulate Aposhian put forward relies on the efflux impairment, but 
provides that the thimerosal introduction simply provides an increased mercury Wden in the 
child. This postulate provides that the thimerosal exacerbates pre and post expected 
environmental exposure, putting the mercury burden over the threshold to neurotoxicity. Only 
through research can these questions be answered. Supportive to Aposhian’s presentation were 
findings that “thimerosal pharmacokinetics obtained using non-autistic children are not the same 
as those expected for autistic children.”'* This furthered not only the issue of an efflux disorder, 
but to the variance in kinetics involved. 

Bradstreet presented data to the lOM showing that single nucleotide polymorphism found in 
children with autism spectrum disorders provides the mapping fi-ora exposure to injury. 
Specifically, SNP’s inhibited by thimerosal involving methylation and sulfation disallow a 
“normal process” for mercurial excretion. This event creates and maintains the elevated mercury 
body burden, which provides for the neurotoxic atmosphere, thus providing the architecture for 
neurodevelopmental injury resulting in injuries such as autism spectrum disorders. 

What Bradstreet and James have accomplished is the initial recognition and mapping to the 
trigger mechanism(s) involved between the thimerosal (mercury) exposure and the end stage 
resultant disease. In reviewing the history of research regarding this issue, like so many other 
medical finds, it has been a process of reverse engineering. First was the recognition of the 
epidemic; next the suggested likeness between mercury poisoning and autism spectrum 
disorders; then the potential ties discovered through efforts in epidemiology; and now the causal 
trigger mechanism/event. 

Deth et al,^° found that “Neurodevelopment toxins, such as ethanol and heavy metals 
[thimerosal], interrupt growth factor signaling, raising the possibility that they might exert 
adverse effects on methylation.. .’’Our findings outline a novel growth factor signaling pathway 
that regulates MS activity and thereby modulates methylation reactions, including DNA 
methylation. The potent inhibition of this pathway by ethanol, lead, mercury, aluminum and 
thimerosal suggests that it may be an important target of neurodevelopmental toxins." 



Immunization Safely Review: Meeting 9; Aposhian Presentation, 
http://www.iont.edu/includes/dbfile.asp7id-18390 - Slide 16 
Immunization Safety Review: Meeting 9: Aposhian Presentation, 
http://www.iom. edu/includes/dbfile,asp?id=18390 - Slide 18 
M Waly, H Olteanu, R Banerjee, S-W Choi, i B Mason, B S Parker, S Sukumar, S Shim, A Sharma, j M 
Benzecry, V-A Power-Chamitsky and R C Deth "Activation of methionine synthase by insulinfike growth factor- i 
and dopamine: a target for neurodevelopmental toxins and thimerosal Molecular Psychiatry, April 2004, Volume 
9, Number 4, Pages 358-370 
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What Deth et al are continuing is a the building of the path to understanding of the role 
thimerosal plays in interruption of various developmental processes which lead to neurological 
development disorders, including autism. 

Furthermore, Burbacher et al’s^' research effort investigating mercury blood levels in primates 
exposed to vaccine levels of methyl mercury and ethyl mercury provides that there are clear 
differences between ethyl and methyl mercury in blood and tissue levels over time. Unlike Dr. 
Sager’s presentation of Burbachers primate research data at both CDC’s Advisory Committee for 
Immunization Practice (ACIP) meeting on June 19th, 2003 and at the Institute of Medicine 
meeting held February 9th, 2004, I was surprised to find that earlier data presentations were 
incorrect and that the take home message that there was little accumulation of mercury in the 
brain of the primates dosed with thimerosal may not be a correct assumption. According to Dr. 
Burbacher’s presentation^^ at a recent EPA sponsored symposium on mercury, the half life of 
mercury in the brains of primates dosed with thimerosal is 28 days, not 1 8 days as presented 
previously by Dr. Sager. And even more concerning is additional data which found that ethyl 
mercury more rapidly converted to toxic form of mercury in the brains of the primates which 
resulted in increasing levels of inorganic mercury. Once mercury converts to its inorganic form 
in the brain it is very difficult for it to be removed. Per Dr. Burbacher, this new data directly 
contradicts recent assertions made by Magos regarding the lower neurotoxic character of 
thimerosal relative to methylmercury. 

This project, funded by NIAID, has forwarded nearly as many questions as it has answered. 
Specifically, while the mercury/blood level modeling has been mapped, the true levels, and 
increased propensity, for ethyl mercury to cross, and potentially to remain past, the blood-brain 
barrier. A request by the researchers to fund further study this issue, given the findings 
promoting caution to the use of ethyl mercury (thimerosal), has to date gone unfulfilled, and may 
need to be accomplished privately to provide further answers. 

The next recently released study is from the Mailman School of Public Health at Columbia 
University. In this study, Homig et al looked at the effects of vaccine level thimerosal 
exposure on mice with a specific genetic susceptibility. This research postulate was created 
following the increasing body of scientific evidence promoting that the Thimerosal-NDD link is 
predicated upon certain genetic predispositions/genomic defects, which refer to autoimmune 
disease sensitivity. 

Homig et al found that the selected mice universally showed an implication of “genetic 
influences” that led to responses and activities that mimic those found in Autism Spectrum 
Disorders (including growth retardation, hypoactivity, social withdrawal, gross motor 
coordination, repetitive motions/movements, confusion or dissociation with familiar surrounds, 



Burbacher, Shen, Clarkson, “Comparative Toxicokenetics of Methyl mercury and Thimerosal in Infant Macca 
fasicularis” presentation to Institute of Medicine, Immunization Safety Review Committee, 9 February 2004 

“Mercury in Macaque Infants following Oral Ingestion of Methylmercury or Intramuscular Injection of Vaccines 
Containing Thimerosal” presented by Thomas Burbacher, PhD.EPA Symposium on Mercury: Medical and Public 
health issues, April 28-30, 2004. Tampa, Florida. 

Hornig, Chian, Lipkin, Molecular Psychiatry (2004), 1-13. Neurotoxic effects of postnatal thimerosal are mouse 
strain dependent 
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and other dysfunctional behaviours). Homig et al’s research also found physiological effects 
relevant to the brain and cranium in the creation of abnormalities resultant from vaccine level 
thimerosal exposure. 

What all of the arena’s researchers, regardless of position, are in agreement is the need for 
additional research to follow these matters through, for better understanding, potential 
treatments, and establishing policies and practices which will reverse the current epidemic trend. 



What is being done to address these concerns? 

Office of Special Counsel 

The Office of Special Counsel (OSC) is an independent investigative and prosecutorial agency 
and operates as a secure channel for disclosures of whistleblower complaints and abuse of 
authority. Its primary mission is to safeguard the merit system in federal employment by 
protecting federal employees and applicants from prohibited personnel practices, especially 
retaliation for whistleblowing, OSC also has jurisdiction over the Hatch Act and the Uniformed 
Services Employment and Reemployment Rights Act. 

Earlier this year, individuals within the thimerosal-induced autism community contacted the 
OSC out of concern that individuals within HHS knew that harm was possible and that they have 
acted to cover up the truth in order to protect their careers and their friends in industry. After an 
extensive review of the data, in May 2004, the Office of Special Counsel wrote to Senator Judd 
Gregg and Congressman Joe Barton asking them in their capacity as Chairman of the relevant 
legislative committees to investigate. Special Counsel Scott Bloch states in his letter,” . . .based 
on the publicly available information. .. it appears there may be sufficient evidence to find a 
substantial likelihood of a substantial and specific danger to public health caused by the use of 
thimerosaUmeroury in vaccines because of its inherent toxicity. Due to the gravity of the 
allegations, I am forwarding a copy of the information disclosed to you in your capacity as 
Chairmen of the Senate Committee and House Committee with oversight authority for HHS. I 
hope that you will review these important issues and press HHS for a response to this very 
serious public health danger,.,! believe these allegations raise serious continuing concerns about 
the administration of the nation’s vaccine program and the government’s possibly inadequate 
response to the growing body of scientific research on the public health danger of mercury in 
vaccines. The allegations also present troubling information regarding children’s cumulative 
exposure to mercury and the connection of that exposure to the increase in neurological disorders 
such as autism and autism-related conditions among children in the U.S.”^'''^’ 

The OSC took what 1 believe is an unusual step, they issued a press release publishing this letter, 
which stated that without a whistleblower the OSC could not move forward. It is our 
understanding that whistleblowers have come forward and the OSC investigation is active. The 



www.osc.gOv/documents/press/2004/pr04_07.htm 

http://www.cbsnews.com/htdocs/pdf/oscpdf.pdf 
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OSC has the capacity to hold the individuals within HHS who have failed the American public 
responsible for their actions. 

HR 4169 



For more than two years now, the CDC and others within HHS have reported to Congress and 
the media that thimerosal is out of all the vaccines being given to children. However, this past 
year the CDC chose not to state a preference for the use of thimerosal-free vaccines in children, 
rather promoting the reintroduction of thimerosal into the pediatric vaccine schedule by 
recommending that all children over the age of six months receive flu vaccine of which some 
brands continue to contain thimerosal. 

Responding to HHS’s failure to get the mercury out. Chairman Burton joined the bipartisan 
effort of Congressman Dave Weldon and Congresswoman Carolyn Maloney in introducing. HR 
4169, “The Mercury Free Vaccine Act of 2004”. To date, there are 31 cosponsors. SafeMinds 
supports the passage of the bi-partisan Bill as well as the bills passed in Iowa and California. We 
hope that Governor Schwarzenegger will sign AB 2943 immediately. We also hope that the 
Congress, in its waning days of the 108* Congress will pass HR 4169. 

Conclusions 

Chairman, when you first began your oversight investigation into vaccine safety concerns you 
were accused of being ‘anti-vaccine’ — in fact, this is the first attack on the credibility of anyone 
who dares to ask questions regarding vaccine safety. It is important to state that neither 
SafeMinds, as an organization, nor myself as a parent and health care professional, is opposed to 
vaccination. Nor are the independent researchers involved in this research. The investigation 
you initiated in 1999 has raised awareness about the need for good communication between 
parents, health care providers and our Federal agencies. 

Vaccine safety is an important public health issue. Concerns voiced by parents, physicians and 
the scientific community regarding vaccine safety issues must be addressed with thoughtfiil, 
complete and unbiased investigations. Because vaccines are so widely used and because state 
laws require that children be vaccinated to enter daycare or school, vaccine safety issues, even if 
theoretical in nature, deserve to be investigated to the fullest extent possible. 

Your investigations have highlighted the paucity of science in the field of vaccine adverse events 
and have created interest among academicians who likely would not have risked their careers 
asking these tough questions. 

Although the removal of Thimerosal in medical products, including vaccines, has taken over 5 
years to accomplish, we may be starting to see some the effects of this policy decision 
According to information^* released in July 2004 by the California State Department of 
Developmental Services (DDS), California has experienced the first ever nine month sustained 



State of California Department of Developmental Services, Friday, July 2, 2004 Quarterly Client Characteristics 
Report Index For the end of June 2004 
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reduction in the numbers of professionally diagnosed new cases of lull syndrome autism being 
added to California's developmental services system. 

Not only did the most recent three consecutive quarter period produce the first sustained 
reduction in the 35 year history of California's developmental services system (197 fewer new 
cases then the previous October through June period), but the most current recently completed 
quarter, April 2004 through June 2004, produced the all time largest reduction of any quarter 
(108 less cases) in the history of the system. 

What makes this historic development of this very recent reduction in new cases of autism so 
important is that those children from the birth cohorts of 1999 and 2000 are now entering the 
system. First with the year 1999 and much more so with year 2000, these are the widely 
recognized first two years of the beginning of the serious effort to substantially reduce the 
amount of the mercury containing preservative Thimerosal in childhood vaccines. 

Thank you for the opportunity to present this information to the Subcommittee today. 

I would be happy to answer any questions. 
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Autism: a novel form of mercury 
poisoning 
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Summary Autism is a syndrome characterized by Impairments In social relatedness and (X)mmunication, repetitive 
behaviors, abnormal movements, and sensory dysfunction. Recent epidemiological studies suggest that autism may 
affect 1 in 150 US children. Exposure to meixxiry can cause immune, sensory, neurological, motor, and behavioral 
dysfunctions similar to traits detining or assodated with autism, and the similarities extend to neuroanatomy, 
neurotransmitters, and biochemistry. Thimerosal, a preservative added to many vaccines, has become a major source 
of mercury in children who, within their first two years, may have received a quantity of mercury that ex<^eds safety 
guidelines. A review of medical literature and US government data suggests that: (i) many cases of idiopathic autism 
are induced by early mercury exposure from thimerosal; (ii) ttiis type of autism represents an unrecognized mercurial 
syndrome; and (iii) genetic and non-genetic factors establish a predisposition whereby tiiimerosal’s adverse effects 
occur only in some children. © 2001 Harcourt Publishers Ltd 



INTRODUCTION 

Austic spectrum disorder (ASD) is a neurodevelopmental 
syndrome with onset prior to age 36 months. Dia^ostic 
criteria consist of impairments in sociality and communi- 
cation plus repetitive and stereotypic behaviors (1). Traits 
strongly associated with autism include movement dis- 
orders and sensory dysfunctions { 2 ). Although autism 
may be apparent soon after birth, most autistic children 
experience at least several months, even a year or more of 
normal development - followed by regression, defined as 
loss of function or failure to progress (2-4). 

Hie neurotoxicity of mercury (Hg) has long been rec- 
ognized (5). Primary data derive from victims of con- 
taminated fish (Japan - Minamata disease) or grain 
(Iraq, Guatemala, Ru^ia); from acrodynia (Pink disease) 
induced by Hg in teething powders; and from individual 
instances of mercury poisoning (HgP), many occurring in 
occupational settings (e.g. Mad Hatter's disease). Animal 
and in vitro studies ^so provide insights into the 
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medianisms of Hg toxicity. More recently, the Food and 
Drug Administration (FDA) and the American Academy 
of Pediatrics (AAP) have determined that the typicd 
amount of Hg injected into iniwts and toddlers via 
chiidhooi immunizations has exceeded government 
safety guidelines on an individual (6) and cumulative 
vaccine basis (7). The mercury in vaccines derives from 
thimerosal flMS), a preservative which is 49.6% ethyl- 
mercury (eHg) (7). 

Past cases of HgP have presented with much inter- 
individual variation, depending on the dose, type of mer- 
cuiy, method of administration, duration of exposure, 
and individual sensitivity. Thus, vriiile commonalities 
exist across the various instances of HgP, each set of vari- 
ables has given rise to a different disease manifestation 
(8-11). It is hypothesized that the regressive form of 
autism represents another form of mercury poisoning, 
based on a thorough cormspondence between autistic 
and HgP traits and philological abnormalities, as well as 
on the known exposure to mercury throu^ vaccines. 
Furthermore, other phenomena are consistent with a 
causal Hg-ASD relationship. These include: (a) symptom 
onset shortly after immunization; (b) ASD prevalence 
increases corresponding to vaccination increases; (c) sim- 
ilar sex ratios of affected individuals; (d) a high heiitabii- 
ity rate for autism paralleling a genetic predisposition to 
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Hg senMtivity at low doses; and (e) parental reports df 
autistic diildren with elevated 

TRAIT COMPARISON 

ASD manifests a constellatifHi sjnn}Moms with much 
inter-indiyidual variation (3,4). A comparison of traits 
defining, nearly universal to, or common^ found in 
autism with those known to arise from mercury poison- 
ing is given in Table 1. The characteristics defi^g or 
strongly associated with autism are also more fuBy 
described. 

Autism has been conceived primarily as a psychiatric 
condition; and two of three diagnostic criteria are 
based upmi die observable traits of: (a) impairments in 
sociality, most commonly social withdrawal or aloofiress; 



and 0^) a variety of perseverative or stereotypic behaviors 
and the need for sameness^ vdiich strong re^mble 
obsessive-ccraipulsive tendencies. Diflferential diagnosis 
may include childhood schizophrenia, depression, 
obsessive-compulsive disorder (OCD), anxiety disorder, 
and other neuroses. Related behaviors commcxify found 
in ASD individuals are irrational fears, poor eye contact, 
aggressive behaviors, temper tantrums, irritability, and 
inetqplicable changes in mood (1,2,12-17). Mercury poi- 
soning, when undetected, is often initialty diagnosed as a 
psychiatric disorder (18). Cormnonfy ix:curxing symptoms 
include: (^ '^treme shyness' indifference to others, 
active avoidance of others, or ‘a desire to be alone'; 
^) depression, ladt d* interesf and hiental confusion'; 
(c) irritability, agression, and tantrums in children and 
aduhs; (d) anxiety and feaduln^; and (e) emotional 



Tabift 1 Surmnary caparison of traits of autism and mercury polscming (ASD references in bold; HgP references in italics) 



Psydriatric disturbances 

Sodai deficits, shyness, sociai withdrawal (1,2,130,131; 21,31,45,53. 132) 

Repetitive, perseverative, stereot^ic behaviors; obsesslve-compuls^e tendencies (1,2,43,48,133; 20,33~35,132) 

D^ession/deptessive traits, mo^ s«nngs, flat affect; impaired fece reco^ition (14,15,17,103,134,1^; 19,21,24,26,31) 

Annety; schizoid tendencies; irrationai fears (2,15,18; 21.27,29.31) 
tn^ability, agsression. temper tantrums (12,13,^; 18,21,22,25) 

Lacte eye contact; Impair^ ^»iat fixati^ (t-^pypre^ms in j^t ^tention (ASD) (3,36,136,137; IB, 19,34) 

Speed) and language deficits 

Loss of speech, delayed (anguage, feHure to deveiop speech (1-3,138,139; 11,23,24,27,30.37) 

Dysar8v1a; articuia&on proUems (3; 21,25.27,3^ 

Spe«:h comprehwidcm deficits (3A140; 9,25,34.38) 

Verbalizing and word retrieval proems (HgP); echoiaiia. word use and pragmatic errors (ASO) (1,3,36; 21,27,70) 

S&TSory abnormalities 

Abnormal sertsatictf) In mouth and extremities (2,49; 25,28,34,39) 

Sound sensitivity; mild to profound hearing toss (2,47,48; 19,23-25.39,40) 

Abnormal touch sensations; touch aversion (2,49; 23,24,45.53) 

Over-sensitivity to light; Uurred vision (2,50,51. 16.23,31,34,45) 

Mdor disorders 

Flapping, myodona!)ert(s. choreiform movements, drding. rocMng, toe walking, ufHJSual postures (2.3,43.44; 11,19.27,30.31,34,39) 
Dehals in eyehand coordm^km; Kmb apraxia; intention tremors (HgP)/prob)ems with intentional movement or imitation (^D) (2,3,36,181 ; 
26,29.32,38,70.87) 

Mincnmal gait and posture, dumdness artd irrcoordination; difficulties sittirtg, lying, crawling, and walkirrg; pr^lem on one dde c4 body 
(4,41,42.123; 18,25,31,34.39,45) 

Cognitive imf^Mwents 

Borderline ir^Uigence, mental retaniaton - some cases rever^Ue (2,3,151,152; 19,26,31,39,70) 

Poor cc^icentra^, attention, re^>onse Inhibition (HgP)/shifSng attenSon(ASD)(4,3A1S3; 21,25,31,38,141) 

Uneven performance on K3 subtests: rrarbal IQ higher than performarree IQ (3.4,36; 31,38) 

Porxr short t^m, v^bai. and auditory memory (36,140; 21.^,31,^,36,87.141) 

Poor ^^ual ^rd perceptual motor ddls; Irr^irment in simple reaction time (HgP)/k>wer performance on timed tests (ASD) (4,140,181; 
21.29.142) 

Deficits in understanding absbact ideas & symbolism; degeneration of higher mental powers (HgP)/sequencing, plannii^ & organizing 
(ASD); difficulty earring out complex commands (3,4,36,153: 9,18,37.57,142) 

Unustjal bdiavkvs 

Sdf ir^unous bdtavior, e.g. head banging (3,154; 11, 18,53) 

ADHD traits (2.36.155; 35,70) 

Agitation, unprovoked crying, grimacing, staring spells (3,154; 11,23,37,88) 

Sleep difficuUies {2.156,157; 11,22,31) 

Physical dislurbanc^ . 

H^>er- or hypotonia; atxiorma! reflexes; decreased musde strength, espedaily upper body; incontinence; proUems diewIng, swallowing 
(3.42,145.181; 19,27,31,32.3^ 

Radr», dermatitis, eczema, itefting (107,146; 22,26.143) 

Diarrhea: abdominal palrVdiscwnftxl, conflation, ‘colitis’ (107,147-149; 18,23,26,27.31,32) 

Anoreria; nausea (HgP)/vomltifig (ASO); poor appetite (HgP)/restrk:ted diet (ASD) (2,123; 18,22) 

Leskms of Hetffn and cdon; IncF^sed ^ permeate (147,150; 57,144) 
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lability. Neurtwes, including schizoid and obsessive- 
compulsive traits, problems in inhibition of perservalion, 
and stereotyped b^aviors, have been reported in a num- 
ber of cases; and lat* of eye contact was Observed in one 
12-year-old girl with mercury vapor poisoning (18-35). 

ihe third diagnostic criterion for ASD is impairment in 
communication (1). ffetorically, about half of th<»e vnth 
classic autism failed to devdt^ meaningful speech (2), 
and articulation difficulties axe common (3). Higher func- 
tioning indhdduals may have language fluency but stil! 
show semantk: and pragmatk; errors (33d). hi many cases 
of ASD, verbal IQ, is lower than performance IQ (3). 
Similarly, mercuxy-esposed children and adults show a 
marked difficulty with speech (9,19,37). In milder cases, 
scores on language tests may be lower than those of 
une^xised controls (3138). Iraqi children t^o were post- 
natalty poison^ developed articulation problems, from 
slow, sluned word production to an inability to generate 
meaningful i^ieedi; while fraqi babies exposed prenataSy 
either &iled to develop language or presented with 
severe language defldts tn childhood (23,24,39). Wooers 
with Mad Hafrer's disease had word retrieval and articu- 
lation difficulties (21). 

Nearly all cases of ASD and HgP involve disorders of 
physical movement (230,40). Clumsiness or lack of coor- 
dination has been described in many higher functioning 
ASO individuals (4 1). Infants and toddlers later diagnosed 
with autism may fail to crawl properly or may fall over 
while sitting or standing; and the movement disturbances 
typically occur on the right side of the bocfy (42). 
Problems with intentional movement and imitation are 
common in ASD, as are a variety of unusual stereotypic 
behaviors such as toe walking rocking, abnormal pos- 
tures, choreiform movements, spinning; and hand flap- 
ping (23^43,44). Noteworthy b^ause of similarities to 
auti^ are reports in Hg literature of; (a) children in Iraq 
and Japan ^o were unable to stand, sit, or cravd ^439); 
(b) Minamata disease patients whose movement distur- 
bances were localized to one side of the body, and a girl 
etqx^ed to v^^)or who tended to fall to the right 
(1834); (c) flapping motions in an infant poisoned from 
contaminated pork (37) and in a man in|ected with 
thimerosal (27); (d) chOTeifonn movements in mercury 
vapor intoxication (li^; (e) toe walking in a moderate^ 
poisoned Minamata diild (34); ^ poor coordinaticm and 
clumsiness among victims of ^xodynia (45); (g> rocking 
among infants with aoxxfyma (1 1); and (h) unusual pos- 
tures observed in both acro<h^nia and mercury vapor poi- 
soning (n3I). The presence of flapping motions in both 
diseases is of interest because it is such an unusual 
behavior that it has been recommended as a diagnostic 
marker for autism (46). 

Virtually all ASD subjects show a variety of sens- 
ory abnormalities (2). Auditory deficits are present in a 



minority of individuals and can range from mild to pro- 
found hearing loss (2,47). Over- or under-reaction to 
sound is nearfy universal (2,48), and deficits in language 
comptehensicm are often present (3). Pain sensitivity or 
insensitivity is common, as is a general aversion to touch; 
abnormal sensation in the extremities and mouth may 
also be present and has been detected even in toddlers 
under 12 monffis old (2,4^. ‘Ihere may be a variety 
of visual disturbances, including sensirivity to U^t 
(23031,52). As in autism, serwory issues are reported in 
virtually all instances of toxicity (40). HgP can lead to 
mild to profound hearing loss (40); speech discrimination 
is especially impaired (9,34,). Iraqi babies exposed pre- 
natal showed exaggerated reaction to noise (23), while 
in acrodynia, patients repotted noise sensitivity (45). 
Abnormal sensation in die extremities and mouth is the 
most common sensory disturbance (2538). i^rodynia 
sufferers and prenatally exposed Iraqi babies exhibited 
excessive pain when bumping limbs and an aversion to 
touch (2334,45,53). A range of visual problems has been 
reported, including photophobia (18,23,34). 

COMPARISON OF BIOLOGICAL ABNORMALITIES 

Hie biological abnormalities commonly found in aut- 
ism are listed in Table 2, along with die corresponding 
pathologies arising from mercury exposure. Especially 
nmeworthy similarities are described 

Autism is a neurodevelopmemal disorder which has 
been diaracterized as 'a disorder of neuronal o^aniza- 
tioQ, that is, the development of the dentritic tree, 
synaptogenesis, and the development of the complex 
connectivity within and between brain regions' (54). 
Depressed expression of neural cell adhesion molecules 
(NCAMs), which are critical during brain development for 
proper syn^c structuring, has been found in one stutfy 
of autism (55). Organic mercury, which readily crosses 
the blood-brain barrier, preferentially targets nerve cefls 
and nerve fibers (56); primates accumulate the hipest 
Hg-levels in the brain relative to other organs (4<^. 
Furd^rmore, although most cells respond to mercurial 
injury by modulating levels of glutathione (GSi^, 
metallothionein, hemtxtygenase, and other stress pix>- 
teins, neurons tend to be ^markedly deficient in these 
responses' thus are less able to remove Hg and more 
prune to Hg-induced injury (56). In the developing brain, 
mercury interferes with neuronal migralion, depresses 
edi di^on, disrupts microtubule function, and reduces 
NCAMs (28,57-59). 

While damage has been observed in a number of brain 
areas in autism, many nuclei and functions are spared 
(3Q. HgP’s damage is similarly selective (40). Numerous 
studies link autism with neuronal atypicalities within the 
amygdala, hippocampi, basal ganglia, the Purkinje and 
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Table 2 Summary comipmnson of biotogical abnormalities in »jbsm and mercury exposure 
Mercury exposure Autism 



Biochemis^y 

Birwls -SH groups; blocks sirffate transporter in 
intesUnes, kidney (40.93) 

Reduces gfutathione avaiiabiitty; inhibits enzymes of glutathione 
metabolism; glutathione neeided in rreurorts, ceHs, and liver to 
detoxify heavy metals; reduces glutathione (Krorddase and 
reductase (97,100,161.162) 

Disrupts purine ar>d pyrimidine metabotism (10,97,158,159) 

Disrupts mitochondrial adivities, esp^ally in brain (160,163,164) 
Immune system 

Sensitive indMduats more likely to have aild'gies, astiima, 
autcdmmune'like symptoms, espedally rheumatokJ'like 
ones {8.11,18.24.28.31.111,113) 

Can prodtK^ an immune r^ponse in CNS; causes brain/MBP 
autoantibodies (18,111.165) 

Causes overproduction of Th2 sut»et; kiils^nhibits lymphocytes. 
T-<^ls. and mofxx^tes; detxirases NK T-cdt activity; induces or 
suppresses IFNg & IL-2 (100.112,117-120.166) 

CNS structure 

Selectively targets brain areas unable to detoxify or reduce 
Hgnnduc^ orddative sbess (40,56,161) 

A^mmulates in am^daia, hippocampus, basal ganglia, cerebral 
cortox; damages Purkinje and granule cells in cerebellum: brain 
stem defeds to some cases (10.34,40,70-73) 

Causes abnormal neuronal ^oarchitecture; disrupts neuronal 
migration, microtubules, and ceH drvison: reduces NCAMs 
(10,28.57-59,161) 

F^ressive microcephaly (24) 

Neuro-chemistry 

Prevents presynaptic serotonin release and inhtoits serotonin 
transport: causes calcium disruptions (78,79,163,167,168) 

Alters dopamine systems; peroxidine deficiency in rats resemUes 
mercurialism to humans (8,80) 

Ele>tetes eptoephrine and norepinephrirte levels by blocking enzyme 
toat degrades ejxnephrine (81 .160} 

Elevates gkitamate (21,171) 

Leads to cortical acefyichoKne deficiency; increases muscarinic 
receptor density to hlppocarr^rus and cerebeltum (57.170) 

Causes demyeltoating neuropathy (22,169) 

Neurophysiology 

Causes abnormal EEGs, epileptiform acti>dty, variable patterns, 
e. 9 „ subtle, low ampHtude seizxire activities (27,31 ,34,66-89) 
Causes d)normal vestibular nystagmus responses; loss of sense of 
position to space (9,19,34,70) 

Results in autorKxnic disturbance: excessive sweating, poor 
c^culatiito, elevated heart rate (11.16,31.45) 



Low sulfate levels (91 ,92) 

Low levels of glutatitione; decreased ability of liver to detoxify 

xerviboUcs; abrHxmal glutatiiione peroxidase ac^vity in erytorocytes 
(91.94,95) 

Purine and pyrimidine metabolism errors lead to autetic features 

( 2 , 101 . 102 ) 

Mitochondrial dysfunction, espedally in brain (76,172) 

More likely to have allergies and asthma; familial presence of 
autoimmune diseases, e^>edally rheumatoid arthritis; IgA 
deficiencies ( 1 03, 1 06-1 08, 1 1 5) 

On-gdng immune response in CNS; brain/MBP autoantibodies 
present (104.105.109.110) 

Skewed immune-cel) subset to the Th2 diredion; decreased 
responses to T-cefi mitogwrs; reduced NK T-cdi function; increased 
IFNg & IL-12 (103,108,114-116,173,174) 

Specific areas of brain pathology; many functions ^red (36) 

Pathology to amygdala, hippocampus, basal ganglia, cerebral 
cortex; damage to Purkinje and granule cells in cerebellum; brain 
stem defects in some cases (36,60-69) 

Neuronal drsorganization; increased neuronal cell replication, 
tocreased glial cells; depressed expression of NC/^s (4,54,55) 

Progressive microcephaly and macrocephaty (175) 

Decreased serotonin synthesis in children; abnormal calcium 
metabolism (76.77.103.179) 

Either high or dopamirre levels; positive respor^se to p^xidine, 
whkto lowers dop^tne levels (2,177,178) 

Bevated norepinephrine and epinephrine (2) 

Elevated glutamate and asparate (82,176) 

Cortical acetylcholine deficiency; reduced muscarinic receptor 
binding in hippocampus (83) 

Oemyelination to brain (105) 

Abnormal EEGs. epit^litorTr) activity, variable patterns, toduding 
subtle, low amplitude seizure activities (2.4.84,85) 

Abnormal vestibular nystagmus responses; loss of sense of positiOTi 
in space (27,180) 

Autonomic disturbance; unusual sweating, poor circulation, elevated 
heart rate (17,180) 



granule cells of tile cerebellum, brainstem, basal ganglia, 
and cerebral cortex (36,60-69). Each of these areas can 
be affected by HgP (10,34,40,70-73). Migration of Hg, 
indudlng eHg, into the amygdala is particularly notewor- 
tiiy, because in primates tills brain region has neurons 
specific for eye contact (74) and it is implicated in autism 
and in social behaviom (65,66,75). 

Autistic brains show utourotransmitter irregularities 
udiich are virtually identical to those ari^g from Hg 
exposure: both hi^ or low serotoitin and dopamine, 
depending on the subjwts studied; elevated epinephrine 
and norepin^hrine in plasma and brain; elevated 



^utamate; and acetylcholine deficiency in hippocampus 
(2,21,76-83). 

GiDberg and Coleman (2) estimate that 35-45% of 
autistics eventually develop epilepsy. A recent MEG stu^ 
reported epileptiform activity in 82% of 50 regressive 
autistic children; in another study, haff the autistic diil- 
dren expressed abnormal EEG activity during sleep (84). 
yUitistic EEG abnormalities tend to be non-specific and 
have a variety of patterns (85). Unusual epileptiform 
activity has been found in a number of mercury poison- 
ing cases (18,27,34,86-88). Early mHg exposure enhances 
tendencies toward epileptiform activity with a reduced 
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level of sei 2 ure-discharge amplitude (89), a finding con- 
sistent with the subtlety of seizures in many autism 
spectrum children (84,85). The fact that Hg increase 
extracellular glutamate would also contribute to epilepti- 
form activity (90). 

Some autistic diildren show a low capacity to oxidize 
sulfur compounds and low levels of sulfate (91^2). 
These findings may be linked with HgP because: (a) Hg 
preferentially binds to suJfhydiyl molecules (-SH) sudi 
as cysteine and GSH, thereby impairing various cellular 
functions (40); and (b) mercury can irreversibly block 
the sulfate transporter NaSi cotransporter NaSi-1, present 
in kidne 5 rs and intestines, thus reducing sulfate absorp- 
tion (93). Besides low sulfate, many autistics have low 
GSH levels, abnormal GSH-peroxidase activity within 
erythrocytes, and decreased hepatic ability to detoxify 
xenobiotics (91,94,95). GSH participates in cellular 
detoxification of heavy metals (96); hepatic GSH is a prim- 
ary substrate for organic-Hg clearance from the human 
(40); and intraneuronal GSH participates in various pro- 
tective responses against Hg in the CNS (56). By prefer- 
entiaHy binding with GSH, preventing absorption of 
sulfate, or inhibiting the enzymes of glutathione meta- 
bolism (97), Hg might diminish GSH bioavailability. Low 
GSH can also derive from chronic infection (98,99), 
which would be more likely in the presence of immune 
impairments arising from mercury (100). Furthermore, 
mercury disrupts purine and pyrimidine metabolism 
(S>7,10). Altered purine or pyrimidine metabolism can 
induce autistic features and classical autism (2,101,102), 
suggesting another mechanism by which Hg can con- 
tribute to autistic traits. 

Autistics are more likely to have allergies, asthma, 
selective IgA deficiency (sIgAd), enhanced expression of 
HLA-DR antigen, and an absence of interieukin-2 recep- 
tom, as wen as familial autoimmunity and a variety of 
autoimmune j^enomena. These include elevated serum 
^G and ANA titers, IgM and IgG brain antibodies, and 
myelin basic protein (MBP) antibodies (103-110). 
Similarly, atypic^ responses to Hg have been ascribed to 
allergic or autmmmune reactions (8), and genetic predis- 
position to such reactions may explain why Hg sensitivity 
varies so widely by individual (88,111). Children who 
developed acrodynia were more likely to have asthma 
and odier allergies (11); IgG brain autoantibodies, MBP, 
and ANA have been found in HgP subjects (18,111,112); 
and mice genetically prone to develop autoimmune 
diseases 'are highly susceptible to mercury-induced im- 
munopathological alterations' even at die lowest doses 
(1 13). Additionally, many autistics have reduced natural 
killer cell (NK) function, as well as immun e-cell subsets 
shifted in a Th2 direction and increased urine neopterin 
levels, indicating immune system activiation (103,1 14-11^. 
Dqjending upon genetic predisposition, Hg can induce 



immune activation, an expansion of Th2 subsets, and 
decreased NK activity (117-120). 

POPUmTION CHARACTERISTICS 

In most affected children, autistic symptoms emerge 
gradually, although there are cases of sudden onset 
(3). The earliest abnormalities have been detected in 
4-month-oIds and consist of subtle movement disturb- 
ances; subtle motor-sensory disturbances have been 
observed in 9-month-olds (49). More overt speech and 
hearing difficulties become noticeable to parents and 
pediatricians between 12 and 18 months (2). TMS vac- 
cines have been given in repeated intervals starting ftom 
infancy and continuing until 1 2 to 1 8 months. While HgP 
qrmptoms, may arise suddenly in especially sensitive 
individuals (1 1), usuaOy there is a preclinical 'silent stage' 
in which subtle neurological changes are occuring (121) 
and then a gradual emergence of s 3 miptoms. The first 
s 3 fmptoms are typically sensory-and motor-related, which 
are followed by speech and hearing deficits, and finally 
the full array of H^ characteristics (40). Thus, both the 
timing and nature of symptom emergence in ASD are 
fulfy consistent with a vaccinal Hg etiology. This parallel 
is reinforced by parental reports of excessive amounts of 
mercury in urine or hair from younger autistic children, 
as well as some improvement in symptoms with standard 
dielation therapy (1 22). 

The discovery and rise in prevalence of ASD mirrors 
die introduction and spread of TMS in vaccines. Autism 
was fi^ described in 1943 among children bom in the 
1930s (123). Thimerosal was first introduced into vac- 
cines in the 1930s (7). In studtes conducted prior to 1970, 
autism prevalence was estimated, at 1 in 2000; in studies 
from 1970 to 1990 it averaged 1 in 1000 (124). This was 
a period of increased vaccination rates of the TMS- 
containing DPT vacdnes among children in die devel- 
oped world In the early 1990s, die prevalence of autism 
was found to be 1 in 500 (125), and in 2000 the CDC 
found 1 in 150 children affected in one cmnmunity, 
which was consistent with reports from other areas in the 
country (126). In the late 1980s and early 1990s, two new 
TMS vaccines, the HIB and Hepatitis B, were added to the 
recommended schedule (7). 

Nearfy all US children are immunized, yet onfy a small 
proportion develop autism. A pertinent characteristic of 
mercury is the great variability in its effects by individual, 
so that at the same exposure level, some will be affected 
severely while others will be atymptomatic (9, II, 28). An 
example is acrodynia, which arose in the early 20* cen- 
tury from mercury in teething powders and afflicted only 
1 in 5(X)-1000 children given the same low dose (28). 
Studies in mice as well as humans indicate that suscepti- 
bility to Hg effects arises from genetic status, in some 
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cases induding a propensity to autoimmune disorders 
(113,34,40). ASD exhibits a strong genetic component, 
with hi^ concordance in monozygotic twins and a 
higher than expected incidence among sibling (4); 
autism is also mote prevalent in Emilies widi autoim- 
mune disorders (106). 

Additional^, autism is more prevalent among hoys 
dian girls, with the ratio estimated at 4:1 ^). Mercury 
studies in mice and humans consistently report greater 
effects on males than females, except for kidney damage 
(57). At high doses, both sexes are affected equaiy; at low 
doses only males are affected (38,40,127). 

DISCUSSION 

We have shown that every major diaracteristic of autism 
has been e:rfiibited in at least several cases of doai- 
mented mercury pmsoning. Recently, the FDA and AAP 
have revealed diat the amount of mercuiy given to 
infants from vaoinatioas has receded safety levels. The 
timing of mercury administration via vaccines coincides 
with the (mset of autistic symptoms. Parental reports of 
autistic children with measurable mercury levels in hair 
and urine indicate a history of mercury exposure. Thus 
die standard primary criteria for a diagnosis of mercury 
poisoning - observable symptom^ known exposure at 
the time of symptom onset, and detectable levels in bio- 
l<^c samples (1131) ~ have been met in autism. As such, 
mercuiy toxicity may be a sj^iificant etiological factor in 
at least some cases of regressive autism. Further, each 
known form of HgP in the past has resulted in a unique 
vazlation of mercuriaJism - e.g Minamata disease, aero- 
dynia. Mad Hatter's disease - none of which has been 
autisto, suggesting that the Hg source which may be 
involved in ASD has not yet been characterized; given 
diat most infants receive el^ via vaccines, and given that 
die effect on ktfants of el^ in vaccines has never been 
studied (125^, vaccinal thimerosal should be considered a 
probabk source. It is also possible that vaccinal eHg may 
be additive to a prenatal mercury load derived from 
maternal amalgams, immune globulin injections, or fish 
consumption, and environmental sources. 

CONCLUSION 

The history of acrodynia illustrams that a severe disorder; 
afflicting a small but signiffcant percentage of children, 
can arise ftom a seemin^y beitign application of low 
d<^es of mercury. This review establishes the likelihood 
that miy likewise be etiological^ significant in ASD, 
with the Hg derived fiom thimerosal in vaccines rather 
dian teething powders. Due to the extensive parcels 
beemen autism and H^, the liloddiood of a auisal rela- 
tionship is great Given this possibility, TMS ^ould be 



removed from all childhood vaccines, and the mech- 
anisms of Hg toxici^ in autism should be thoroughly 
investigated. With peiha{K 1 in 150 children now diag- 
nosed with ASD, development of HgP-related treatments, 
such as chelation, would prove beneficial for this large 
and seeming^ growing population. 
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Mr. Burton. Thank you, Ms. Redwood. I understand your deep 
concern about this, since you as well as my family have suffered 
from having an autistic child in the family. We appreciate your 
comments. 

Dr. Fischer. 

STATEMENT OF RICHARD FISCHER, D.D.S., INTERNATIONAL 
ACADEMY OF ORAL MEDICINE AND TOXICOLOGY 

Dr. Fischer. Good afternoon, Mr. Chairman and members of the 
committee and guests. My name is Rich Fischer, I’m a dentist. 

Dental amalgam or silver mercury fillings contain 50 percent 
mercury, which is more toxic than lead, cadmium or even arsenic. 
These dental fillings contribute more mercury to body burden in 
humans than all other sources combined. In fact, the amount of 
mercury contained in one average size filling exceeds the U.S. EPA 
standard for human exposure for over 100 years. 

Mercury vapor which escapes from these fillings is readily ab- 
sorbed into the body, accumulates within all body tissues and has 
been shown to cause pathophysiology. In the case of pregnant 
women with mercury fillings, the mercury readily passes from her 
fillings into her lungs through her bloodstream through the placen- 
tal barrier and into the developing child, whose central nervous 
system and immune system are especially vulnerable to this poi- 
son. 

The fetus developing in the average American mother will be 
born into this world with more mercury from its mother’s dental 
fillings alone than it will receive from all the vaccinations it re- 
ceives during its first 5 years of childhood. And I would add, those 
vaccines, without the trace, that was with the full load of thimero- 
sal. 

Scientists around the world have come to realize that even 
minute amounts of mercury can cause permanent neurological 
harm to young children and developing fetuses. The EPA recently 
announced that 630,000 babies are born each year with too much 
mercury in their bodies, and that one woman of childbearing age 
in 12 has enough mercury in her system to put her at risk to giving 
birth to a retarded child. 

In response, the FDA has issued advisories to pregnant women 
and women of childbearing age to reduce their dietary intake of 
those fish which are known to contain elevated levels of mercury, 
such as tuna, swordfish and shark. But according to leading toxi- 
cologists, including the World Health Organization, only 20 percent 
of mercury body burden in adults is derived from diet. In contrast, 
80 percent is derived from dental fillings. 

As of today, the FDA has yet to advise these same women whom 
they warned against eating fish to avoid having mercury fillings 
placed in their mouth. If 20 percent is a problem, why isn’t 80 per- 
cent a bigger problem? 

In 1976, the President and Congress directed the FDA to evalu- 
ate all medical devices intended for human use and to classify 
them according to safety and effectiveness. The FDA was also di- 
rected to “assure the safety and effectiveness of medical devices in- 
tended for human use.” Dental amalgam has been the most widely 
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used dental device for over 150 years. Yet to date, the FDA has 
never accepted or classified mixed dental amalgam. I ask why. 

In 1987, upon the advice of the FDA dental device panel, the 
FDA accepted not dental amalgam but its premixed and separate 
components, amalgam alloy as class 2 and dental mercury as class 
1. Class 1 is for devices that present no risk of harm and therefore 
are subject only to general controls for good manufacturing proce- 
dures. That’s right, the FDA classifies mercury, the most neuro- 
toxic element on the planet, to be of equal risk to humans as tooth- 
brushes and dental floss. 

Neither amalgam alloy nor dental mercury can be placed into a 
tooth until they have been first mixed together. Forgetting the 
safety issue for a moment, why does the FDA classify them as de- 
vices when neither is effective? They cannot be an effective device 
until mixed together. One cannot put mercury into a cavity, it will 
just drip right out. Similarly, you can’t put the amalgam alloy pow- 
der into a cavity, because it immediately washes out. 

In 1991, the FDA director of dental devices declared that the rea- 
son the FDA cannot regulate mixed dental amalgam is because it 
is prepared by the dental clinician. Yet at the same time they do 
classify dental resins and dental cements, which also must be pre- 
pared by the clinician. 

In 1998, the FDA ruled that mercury is not generally recognized 
as safe. However, it left dental mercury as a safe and effective class 
1 dental device. Since all other medical uses of mercury have been 
banned, why should we assume that the only safe to implant it is 
in the human mouth? 

Scrap amalgam, that unused portion of the filling material re- 
maining after the filling material remaining after the filling is 
placed into a patient’s tooth, must be handled as a toxic waste dis- 
posal hazard. It cannot be thrown in the trash or buried in the 
ground or incinerated. It must be stored in an airtight vessel until 
properly disposed of How can we justify storing this same mixture 
inches from a child’s brain stem and declare it harmless? 

The International Academy of Oral Medicine and Toxicology ap- 
plauds the efforts of this subcommittee in urging the dental profes- 
sion to join the rest of the medical profession and abandon the use 
of mercury. Thank you. 

[The prepared statement of Dr. Fischer follows:] 
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TESTIMONY BEFORE THE SUBCOMMITTEE ON HUMAN RIGHTS & WELLNESS 
U.S. HOUSE OF REPRESENTATIVES - SEPTEMBER 8, 2004 



Dental amalgam (“silver” mercury) fillings contain 50% mercury, which is more toxic 
than lead, cadmium, or even arsenic. These dental fillings contribute more mercury to the 
body burden in humans than all other sources (e.g. dietary, air, water and vaccines) combined 
(1,2,3). In fact the amount of mercury contained in one average filling exceeds the U.S. EPA 
standard for human exposure for over 100 years. 

Mercury vapor which escapes &om these fillings is readily absorbed into the body, 
accumulates within all body tissues, and has been shown to cause pathophysiology. In the 
case of pregnant women with mercury fillings, the mercury readily passes from her fillings 
into her lungs, through her blood stream, through the placental barrier and into the 
developing child, whose central nervous system and immune system are especially 
vulnerable to this poison. The fetus developing in the average American mother will be bom 
into this world with more mercury - from its mother’s dental fillings alone - than it will 
receive from all the vaccinations it receives during its first 5 years of childhood. Scientists 
around the world have come to realize that even minute amounts of mercury can cause 
permanent neurological harm to young children and developing fetuses. 

The EPA recently announced that 630,000 babies are bom each year with too much 
mercury in their bodies, and that one woman of childbearing age in 1 2 has enough mercury 
in her system to put her at risk of giving birth to a retarded child. In response the FDA has 
issued advisories to pregnant women and women of childbearing age to reduce their dietary 
intake of those fish, which are known to contain elevated levels of mercury, such as tuna, 
swordfish and shark. But according to leading toxicologists, including the World Health 
Organization, only 20% of mercury body burden in adults is derived from diet. In contrast 
80% is derived from dental fillings. 

As of today the FDA has yet to advise these same women whom they warned against 
eating fish to avoid having mercury fillings placed into their mouths. If 20% is a problem, 
then why isn’t 80% a bigger problem? 

In 1976 the President and Congress directed the FDA to evaluate all medical devices 
intended for human use and to classify them according to their safety and effectiveness. The 
FDA was also directed to “assure the safety and effectiveness of medical devices intended for 
human use.” Dental amalgam has been the most widely used dental device for over 1 50 
years. Y et, to date, the FDA has never accepted or classified mixed dental amalgam. I ask 
why? 

In 1987 upon the advice of the FDA Dental Device Panel, the FDA accepted not dental 
amalgam but its pre-raixed and separate components, “Amalgam Alloy” as Class II and 
“Dental Mercury” as Class I. (Class I is for devices that present no risk of harm, and 
therefore are subject only to “General Controls” for good manufacturing procedures.) That’s 
right. The FDA classifies mercury, the most neurotoxic element on the planet, to be of equal 
risk to humans as toothbrushes and dental floss. 

Neither “Amalgam Alloy” nor “Dental Mercury’ can be placed into a tooth until they 
have first been mixed together. Forgetting the safety issue for a moment, why does the FDA 
classify them as devices when neither is effective? They cannot become an “effective’ 
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device until mixed together. One cannot put raercury into a cavity - it will immediately drip 
out. Neither can one place the powdered alloy into a cavity - it will immediately wash away. 

In 1991 the FDA director of Dental Devices declared that the reason the FDA cannot 
regulate mixed dental amalgam is because it is prepared by the dental clinician. Yet at the 
same time they do classify dental resins (composite fillings) and dental cements, which must 
also be prepared by the dental clinician. 

In 1998 the FDA ruled that mercury is not Generally Recognized as Safe (GRAS). 
However it left “Dental Mercury” as a safe and effective Class I Dental Device. Since all 
other medical uses of mercury have been banned, why should we assume that the only safe 
place to implant it is the human mouth? 

Scrap amalgam, that unused portion of the filling material remaining after the filling is 
placed into a patient’s tooth, must be handled as a toxic waste disposal hazard (4). It cannot 
be thrown in the trash, buried in the ground or incinerated. It must be stored in an airtight 
vessel until properly disposed of. How can we justify storing this same mixture inches from 
a child’s brainstem and declare it harmless? 

The International Academy of Oral Medicine and Toxicology applauds the efforts of this 
subcommittee in urging the Dental Profession to join the rest of the Medical Profession and 
abandon the use of mercury. 

Respectfully submitted, 



Richard D. Fischer, DDS, FAGD 

Past President, International Academy of Oral Medicine & Toxicology 
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SELECTED HEALTH SYMPTOM ANALYSIS OF 1569 PATIENTS BEFORE AND AFTER 
ELIMINATION OF THEIR MERCURY-CONTAINING DENTAL FILLINGS 



% of 

Total SYMPTOM 



14% ALLERGY 
05% ANXIETY 
05% BAD TEMPER 
06% BLOATING 

06% BLOOD PRESSURE PROBLEMS 
05% CHEST PAINS 
22% DEPRESSION 
22% DIZZINESS 
45% FATIGUE 

15% GASTROINTESTINAL PROBLEMS 

08% GUM PROBLEMS 

34% HEADACHES 

03% MIGRAINE HEADACHES 

12% INSOMNIA 

10% IRREGULAR HEARTBEAT 

8% IRRITABILITY 

17% LACK OF CONCENTRATION 

06% LACK OF ENERGY 

17% MEMORY LOSS 

17% METALLIC TASTE 

07% MULTIPLE SCLEROSIS 

8% MUSCLE TREMOR 

10% NERVOUSNESS 

08% NUMBNESS ANYWHERE 

20% SKIN DISTURBANCES 

09% SORE THROAT 

06% TACHYCARDIA 

04% THYROID PROBLEMS 

12% ULCERS & SORES (ORAL CAVITY) 

07% URINARY TRACT PROBLEMS 

29% VISION PROBLEMS 



Total 

No. 


No. Improved 
or Cured or 


%of Cure 
Improvement 


221 


t 

196 


89% 


86 


80 


93% 


81 


68 


89% 


88 


70 


88% 


99 


53 


54% 


79 


69 


87% 


347 


315 


91% 


343 


301 


88% 


705 


603 


86% 


231 


192 


83% 


129 


121 


94% 


531 


460 


87% 


45 


39 


87% 


187 


146 


78% 


159 


139 


87% 


132 


119 


90% 


270 


216 


80% 


91 


88 


97% 


265 


193 


73% 


260 


247 


95% 


113 


86 


76% 


126 


104 


83% 


158 


131 


83% 


118 


97 


, ' 82% 


310 


251 


81% 


149 


128 


86% 


97 


68 


70% 


56 


44 


79% 


189 


162 


86% 


115 


87 


76% 


462 


289 


63% 



762 patients utilized the FTFD Patient Adverse Reaction 
Report Form to individually report changes in their health 
directly to the FDA and the FTFD; Dr. Mats Hanson, Ph.D. 
reported on 519 Swedish patients; Henrik Lichtenberg, 
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Regulatory Status of Dental Amalgam - U. S. Food and Drug Administration (FDA) 

• II has been reported dial FDA has grand-fathered dental amalgam as an approved dental 
device. If (his were true, dental amalgam would have an FDA dassilication and code, which 
is not the case. [ IJ 

Denial amalgam has been iJie most widely used dental device for over 150 years. Yet, to tliis 
dale, FDA lia.s never accepted dental amalgam and assigned to it an approjiriate FDA 
chissincalion. One rmisl wonder why FDA has refused to evaluate and classify lliis widely used 
dental device, in spite of their formal mandate to do so, and why it misleads the public by 
claiming dental amalgam was grand-fathered into acceptance. An explanation may be found by 
cxammaiion oi'ihe Ibmuiliy documented actions on dental amalgam. 

Chronology of 11. S. FDA Documented Aelivitic.s on Dciilttl Aiiiiilgam 

• 1976: The President and Congre.ss directed the Food and Drug Adminisiralion (FDA) to 
evaluate all medical devices intended for human use and to classify them according to their 
safety and effectiveness. FDA is also directed to "assure the safety ami effectiveness of 
medical devices intended for human use. [2] 

• 1975: FDA appoints “Panels” for each specialty of medicine, including dentistry. John W. 
Stanford, Ph.D. is appointed Chair of the Dental Device Panel. [3] (Note: At the time, Dr. 
Stanford was also Chair of the ADA Council on Denial Materials, Instruinents and 
fjquipment (CDMIB). The ADA Certifies “Dental Mercury” and “Amalgam Alloy” 
separately, but not ciciitai amalgam which, it stales, is a “reaction product” created by tlie 
dcniisi and Ihcrcfore cannot be certified. [4]) 

• 1978: FDA Denial Device Panel requests that denial amalgam be cxcliuled from the FDA 
definition of'lmpianl," FDA Commi:ssioner declines request. (5) 

• 1980: PDA Dental Device Panel refuses to recommend acceptance of mixed denial amalgam. 

It recommends acccplancc of ''Denial Mercury" and “Amalgam Alloy" as separate .safe and 
cffeelivc tlcnlal devices. [6] 

• 1987: FDA accepts “Amalgam Alloy (872. .3050, Class II)" and “Dental Mercury (872,3700, 
Class 1)” as separate, safe and effective dental devices. [7] (Note: Class I is for devices that 
present no risk of harm and, Ihercfoi c, arc subject only to “General Controls” for good 
maiuifacluring procedures. [2]) 

• 1991 : FDA declares that they cannot regulate mixed dental amalgam because it is prepared by 
the dental clinician. [8] 

• 1 99 1 : FDA Dental Products Panel holds hearing on the safety of dental amalgam. 

Presentation on safely on behalf of the American Dental Trade Association (ADTA, which 
includes the manufacturers of dental mercury and amalgam alloy) is given by John W. 

Stanford, Ph.D. [9] 

• 1998: FDA rules that mercury is not Generally Recognized as Safe (GRAS) [10] However, it 
leaves “Denial Mercury" us a safe and effective Class I Dental Device, [Note: FDA, then, has 
accepted “Denial Mercury" as being non-loxic, while banning all oilier medical uses of 
mercury due lo iis loxicily.] 

• 2003: FD.A admits that it does not regulate or approve dental amalgam. It does "clear" and 
“accc|)l for imiikeling” Denial McrciiryamI Amalgam Alloy, but docs not approve ihcni, [II] 
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Regulatory Status of Dental Amalgam - U. S. Food and Drug Administration (FDA) 
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Notices 






Uolt«d 6Utl«B bf ftitlcleB )Uce or directly 
oomp«UUve thoM produced by Ute 
Ana ooQlrtbudMl tinportanUy to totaf or 
p^utiai Mp«r*ilon of the Ana'e worker*, 
or threat theiM, uid to a decrcMo In 
eatee or produoMon ot the pcUtioulng 
Arm. ■ 

Any p|irly hkvlni a cubiUmUal inters 
e«tlQtheph>o4edin<B may requeit a pub- 
Ik) hearing onlihe matter. A reoueet 
a hoaring mua| be reoeived by the Chin 
Trade Act CdrUAcatlon Olvleion, 
notnio Development Admlnutratlon. U.A 
Departoiant of Commerce. WaBhingiocu 
D.O. aoaao. no later than tiie cloae of 
bU(ln«M!of titji tenth oaleodar day lol| 
lowing the puoUoatiou of thi« xvoti^. i 



liwi Doe.ie--3gB3o nuda-ii-e«;e:waBi{ 



DEPARTMENT OF HEALTH. 
EDUCATION. AND WELFARE 
raod end Drug AdminlttraUen 
(Dock»l Ho. 7eN-«33S; peel iSdOlf 



I J*CX W.OSBPRN.Jr., 
Chief, fr«t« Act Certification 
IHviiihn. Office of Plonnfng i 
and Pfoonm Support • 

IFB Doe.ve-asjcM rued s- n-io;® ab amf j 



^ N)jUontl|lunieu of Standerda 
COMPUTER f^TWORKINQ 8TANOARD3 ^ord' 

FOR LlBRAfW AND INFORMATION 9Ct- 

ENCe COMMUNITY 

Te0i Farce Meeting 

A task forc^ has been esUbUshed to 
addreaa the prpblem of developing high* 
level computerr to-cotnputer protocols for 
the nationwide Interchange of Informa* 
tlon among exuUne and planned library 
and information science networks. 

Members ofiuie leak force have been 
designated by ;tliu National Commtealon 
on Libraries arid Inloraiallon Science on 
the basis of their recognised experlenoe 
and knowledge in uja aroa of computer* 
lo*comput«r dataStgrehange for this 
claai of appndaU(iB||id competeuoe in 
developing related oBputer networkbig 
standard prolMols. TTie task force will 
reoelve techni4al support from the NDSf 
Ifutltute for jComputer Sciences and* 
Technology, j 

Tlie results of the task force elTort. ex* 
pected to be co|npieted In about one yoar, 
wUl be provided directly to the American 
NatluheJ Standards Institute, the Amert* 
ean Library Association, and the Ameri* 
can Society for Information Science for 



CHLORCHAZEFOXIOE AND CHLOROIAZEP- 
OXIDE HYDROCHLORIDE PREPARA* 
TION* 

IRuga for Human Use; Drug Etflcaey Study 
Imptemenisilon; Followup Notice and 
Opportunity for Hearing 
Correction 

In FR Doc. 7d-l9334 appeuring In the 
Usue of Tuesday. July 8. 1970, in the. 
ninth line of the second full paragraph in 
Uie second column on page 27709. the] 
•hould read "no". 



Standards. Waahbigtou.D.C. 20234, tele- devices; and reffuirements with renpect 
phone: 301/921-3723. to good manufacturing practice. - 

Js; E*Nxs» Auauta, \ abalt, among oilier tnbiga and where 
AcHnp iXrecfm'. \ necessary to provide reasonable aasur- 
ancee of Its s^e and effecUve perform- 
ance, include; <1) provisions rospeotlng 
the construction, coropooente. ingredi- 
ents. and properties of Uie device and 
Its compaUbillly with power systems and 
connections to such systems ; (3) ptovi- 
sionsfor the testing of the devlee; and 
iSi provlBl(»u for the meusurement ol 
the performance charaeterieUcB of ihc 
device. The perfonnance standard 
shall, where appropriate, require the uic 
and prescribe the form and conteut of 
labeling for the proper tnsl|tilatlon. raaln- 
tenpoce, operation, and use of the devl<.<‘ 
Deslgn-iplated requirements that aie 
necessarir to provide safe and eOecUve 
performance or that reduce the likeli- 
hood of human error by improving device 
safety and efOcacy may be Included In a 
performance stBindard. See House Re- 
port No. 94-853, Medical Dev^e Amend- 
menta, February 29, 1976 on page 2S. 

— "nio CommisBloner of Food and Drug.s 
intonds to teue a proposed ijtrocedut ul rcH- 
ulation In the F^osrsl R«cistkr to ex- 
plain the requirements of aecUon 514. and 
describe how FDA will Initiate, develop, 
promulgate, amend or repeal perform- 
ance Btandards for medical device.v Ti>e 
)gulatlon to be 
apply to the development o 
device sLandards.lIncJuding standards for 
in vitro diagnosilc products heretofore 
governed by the procedures set forth tn 
Pai t 809 <21 CFH Part 8091. In the in- 
terim. work on the development of in 
vitro diagnostic products standards will 
continue In accordance wiU) tlte pn)- 
cedures in Part B09, to the exienl thut 
such procedures are consistent with the 
requirements of section 514 of llie act. 

Section 814 does not re<)ulre that a 
procedural regulation governing xtAixt- 
ards development be eOective at the time 
FDA initiates standards ftcUvItles. Tlie 
Pood and Drug Administration wiIJRIon* 



jDocktl No. 76H'U30ei 

MEMCAL DEVICES 
Farformsnee Standards Activiilss 



terested persons of lU activities to data procedural regulation to be proposed wUi 
Irr the development of inMlIcol device apply to the development of all mcdlcuJ 
l||^onaaiice standards and |s Indicating 



liiUnUoiu concerning Uie devclop- 
ntent and formal adtiptioi) of perform- 
ance standards In U«e future. 

On May 28. 1978. the PieslderR signed 
Iotd*jaw the Med^luil Device J I BIPtW - 



menU ot i8T»;'Pub'X~Prgg|- This legls- 
faCTon. Wlilelr iUhFfRlHT he FederM 
Prug.ja nd OoLhWl? At rso aa!IiLJU.w 
^[fo3TTrtRfUJ gKTJny^ 3600 
tlirough 3dokl. pftWIdw FDA with s>i 



niricant new aulhariiy to aasure 
safety and efTecUveneNs ot medical 
vices liiUnded for huimui u&c. Among 

most important provisiotu of the new 

amendmqnu Is the authority under jgas- tlnue to proceed wlU» the development of 
aan fiAciiiiv (nf TnfAririBMnn R^iBriKa fnr t ^5^ ^ prescrll^te pci fuiiiimice glAniL- performance standards that may eventu* 

amSESSlSCpvIcc-, be sultable4for publication sk pro. 

ment « sUH^ InTctUon of Uis M». po«d regulatloj according (o procedm 

stondards dl devices requiring j)orfoniianoe standards provided In ssofl™ 814. 
re^d spectflcUly to tits library and in- devices for which the general y-o^ several Wars PDA has been ci 

tlrciiesB and lor which Uiero Is sumclenj| ajjce standards for medical devices. Thc.'>e 
InfcumnUon to eslublJKh u iMUformuncJ e fforts hava been atme^>rlmarllxJiUl^': 
standard to provide such aiutuvwjce. pel v^q iibij crUgiia f8r'mea«CiTnjy'<lig_iic'' 



oiwn to tlte public; Uie purposD of Uils 
publid notice ig to announce Uie first task 
force meeting 'which will be held at the 
National Buregit of Standards. Oaithere- 
burg. Maryland, on September I and 2. 
1978. The meeltng wU) convene on Bep* 
tember i at Id a.m. in DlnUi| Rooms A 
and B of the MBS Administration Build*, 
big; adleumn^nt by 4 p.m. on 8eptem-l 
ber 3 la antiotpkted. A schedule for future 
meetings of Uije task force will be devel- 
oped at this flm meeting and published 
in the FMeral hegUter. 

For further information, lutereated 
raeuabera of this public may oontaot John 
L. UtUe. institoto for Computer Sciences 
and Teehnoldgy, Natimial Bureau of 



vjcag _jrequi ring iwfor 

^re als^ supject uTTli^gencr^ coPtrol 



« iii«nd^^ lOfTiJoncff-cliarmBriSCrcn orc'ci Ulh"cMr- ' 



provisions ot the i 



Septoin^*"^!^ controls prohlCituiH tidulteratod or' 



afl^p upuai or 8efi6m~ri5k~pf' mi ufyrj 
)t. Tliesft inolude ex- persona UmtST^Uh'SUbh pi'oduclsr'Pnor 



person a Uea i8d'vi?Uh'iUbh pr oduct s^ 
to 'live "passage tff^Re iMfETuT dcvirc 
ainendinenU, FDA contemolitled Uie 
Blbllitv of adoDllna such Him(inTfRT1v» 

; |ctr W hel frl iljttfl f r om lh4 lioN& iElc neetl 

fS^nforceabl# legal rsquiremenU, how- 
/evar, 1*I7A eaoourageiiand aided iho de- 



misbranded rievlcos, amt new controls, 
which include registruUvu of device 
manufacturers; aiiihority U> ban certain 
devices; rvqulrsincnUi rcHiwcUng nuun- 
cation of risks and repah'. replacement or 
refund; requirements to keep records and 

make reporu; requlremonts reetrleuna . 

\ the sale, distribution or use of oertalii./ vetopment of device mrformance mand- 
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DnpARfMtNT OF HEALTH. 
EDUPATION. AND WELFARE 

jl'nod tiMI Dnit Adminiitrstion 



Noika to Manufocturon 
In ills comumer oITalr* ine:wii>Ke to Uie 
C'ons ess on October 30. Uic FresJ' 
. ileiil directed the Secretary of HetUlh. 

ficluci Uon. aiid Wel/nre to determine ilte 
' scope and nature of additional levtsla' 
tivr ontrols necessary to protect tlie 
i-ublli against unreasonable risk of in- 
jury >r ilineas from medical devices. In 
a*;cor liuire with (iilr, directive, the Bee- 
tetar M'-abil.died the Study Oroup on 
Mcdl al Devices under the chtUnnan- 
ih!p jf Theodore Cooper, M.D.. tlien DI- 



NOTICES 

Uie Swrelary re«iueflted Uie ("omiiila- 
Ktotier of Kood aiul Dni«K t<> ilavniop an 
UiveotuiY of aatstliiir tnedkal devices. 
• I he rlavgnb ny W (ui dovtJotnal l it, 
primarily fS5i}'"ltiforn«Btlon obtained 
from queatlAuiiairca Kept to over 4,000 
manufftcturera in Uio (fnltcd StaUM. Ap- 
liroxlmatcly 3.000 rrpHra were r«w.eived. 
About 1.000 flrtna In the Hulled MtaUai 
were liirnimrit rk i»Hi»>lMcUii'cr« of 
medical devlcea. A list of upproximAtely 
8.000 devices wiu UHtipIliid. ITtat list 
aubsequently htis been broken down Into 
the !4 ciaasincutlim ihihH apedalty 
areas and Is avallahit* iliiiuigli iiiircuu of 
Medical I'Jcvltca uhd JJIemiosCIc TriHl- 
ucU (IlMDDPi. If!-K Kill ailvI&Um of 
Cumpltsiire'. bOOO K;M<r</. Umc Stock- 
vine MD 20003 
The a^cluiy uU 



rectoy of Uie NationiU Heart and Lung nilii«ld i>tf’"td Ciwitdfy'l.'bTTt di:tficiV''inu> 
• ufeue. The Study Group ICouper tlieTUircc osieBtVrIrs r.VUod for h» iho 
.-.4 1 . 1 .^ Couisircommluro 'rtii..rtr The device 

.'Iti.s^Acnllnn procir.-w a-toi pit-ccilml by 
Uic work of ud hoe cumiidikce t-i>int>uv4l 
of experLt from Uio m ihoiHtcdlc and 
cardiovusculnr tipecialty ' ureua tvliich 
were uio»nlM'd lu dvvetop 44>td rtsc- 
ommend keneral pn<ri!«ies and crlU-rln 



insUfUte. The Study Group iCouper 
Conimlltee) report, entitled •‘Medical 
IVvliWis: A Isrglslatlvc Plan," was re- 
leased tn September 1B70. 

ThV report Is available for public re- 
' view ^t the odlce of Uie Hearing Cleric, 
f'ixxL'HJid Drug Administration. Rm. 4-85. 

. 0600»1shcr8 Lane, HockvlUe. MD 30853, 

j dunrfg regular working houm Monday that could be u»*tl U» foi tmilate a system 
Ihro^h Friday. T»*e report uiay be pur- for the cWmcatlon of alt medical de- 
' rliuA^d from the National Technical In- vices. The rerommcndalloiui uf Uir.se 
' fi>m>auoii Service INTIS). 52«5 Poft committees were reviewed and rcti.wl by 
i Itoyi^ Uoad. Springfield, VA 32161. (he Pood and Drug Ad(ii1i!i<>lratl<>n with 

S The CooiKT Committee report called the Hwl-aii-.rc of ihr henhh profe-won* 
I for sie eiiacUnenl of new device legla- and reguluie«l induauy. Hi< .so cni.-rls ic- 
latic« wliich would Include prortstons .suIU-d Jii the develoiem-i.!. of n classlft- 
, re<iulrlng Ute aysleniatic review of exist- niHon logle .tystem for 'li n iniininK one 
ioff hiedlcal dcvkcf. for the purpoae of or mure ai*propiinte Icvrb of (ontrol for 
Krm^^tng them Into three categories; imy mcdlcui devirv. The liM-IUng novice 
ThO|C devices subject to gencriiJ regula- clnasUlcutlua sj.\loni tnclm»-t! a snivti u( 
ioryfcohtrots but exempt from siAndAnl c^uosllum rriutiiv; u. a Ot viirc's t-lmnu - 
wUltut unit pr^niurket approval; Uk»« icriiUcs Uiat uia dvUti.tlnatlvo «.f itn 
' dilch elauflards should be eet and approprir.le < l«.viinc-jUun, n.fi-se unes- 



rnfofcod; and those requiring nremarket 
flppttivai. 

In |>N, •ember J97I. followtni; tlic rocom- 
iiiu.-t|ln(ioiis (If the Cnoi>er Co<nintllcc. 
the focreuij-.v fora-.irded |irr>i>u<n'd nifdl- 
ml flavtce li‘Rl5lali»n (o C'ongrcss, liie 
leKtrlHilon was introduced hut nu action 
v,iu.llaki>ti on H during that KCK.Hfon of 
Conlfejui. ij'HuInllon was ngulM tntro- 
<iu«u In boUi tlie House of RepresenU- 
liv<!^ hiid tliv Ht-nulc In 1973. Hcarinio on 
the Hifw medfcnl device legisinuon were 
hrht by the SuJjcommIUee on HeatUi, 
(Tonlmliiae on Labor and Public Welfitrc 
of Uie SiniJilc III September 1973. and 
ny PIC Subcoiiindttec on Public lleiiUli 
undjUnviroiicitmt, CumnilUcc un Inter- 
state and F'oreign Commerce of the 
Hoi/ie of flci>re»cniulivcs in October 
ItJllf A iticdu.tl device bill wa.s (uused 
In U»c SeiuiU.- on February 1 Itnt. but 
the poii.se of Pci)n',44mluUvc5 did not en- 
act device ICKi.sliiiUin (hiring iho 93rd 
tViivirtss. DiiriiiK li}<- ‘JSlli Congress, a 
iiiciical device bill wa-s ituiodiiced on 
Ma^ch :’(i. 1!'V5 in llic HoUoe of liepre- 
.'.cnUitiVcfi. So(>M iifUr. on Ainll 17. 1975, 
(lie'Sciittlo piisscd n medli-Hl device blJl 

:\)»iniiig provt-’ilons eompiirttblc 



R>’I)rcscntaUves (or consIderaUoii. 

itiidlng iniroduflion and emutmenl 
ol -Jpiiroprlote modfcal device li;gisUl 1 nn. 



tlrtiu have U-i. 
sificulfon iogic svsu-iii iviiicii n> the <-.(‘ri - 
iral elciiieoi m (ho • uCon ppiec.-.s. 

The cluwdflcr.Kiin m.-i.- tudr wa.« 
liiUiuU’d >)•’ 'lii-ithnr ,ii; ... i« , into N 
M'liHnitc «i lc,:oric:i gi-;. <.dh im.Mid on 
mcdU'ul .’iiK'ciitltlv.s' (nt.'ioiuiedle: coc- 
dlova.'u-nliii': ((enud; nmsfhc.sh^loMy. ob- 
nlelrteul mid KvneroIoHi' m; H<uit-u4 iiU r- 
ology and urology; rmflology: nriirol- 
ogy; rar. anil Huoui. ophlltalodc; 
general fti-.d pl>o.Ur mngery; phynicnl 
mcUielm- 'J'l.v.sliili) I ; lIlllguu^(|c i-umJ- 
ucU; niKl rrocrnl iiospM .,1 (,nd jHT.'omal 
use 'fill/ initial il4-ii(-<- 1 n.'eroiivjaiuti tbit 
Is on inihlie ilLiilnv in the oHUc of (he 
Heurhig C14rk. FiMd and Drug Adniliiis- 
tratlon. al the adilre.-^s kIvcii above 
Fourua-n, •-jic-.siiUniioii i>iincie were vs- 
tabll-siual <s»rrc>}nmding wllh the medi- 
cal NpC4.-ia^i'.-i ubovu luid coinprKeid of 
oxperLs shi^'.d In Mn: spr ct. or e.s|>erl- 
eticcd III id< ■iri’cli.pinonl. i>uui>ife< Uirc. 

or Ulll>.'..il|0o of l■.•'/H;'al I'lllu-I 

memlwi;. huvi^ .m uiiu U«n 

paiifii; aie jcse iily iiiiictMnniK in re- 
view uiKi i lus.slhralliai of di-.ties tllnl 
fall wKIHn i!;.-lr r.\N|. , th-«- I,..-:-:. 

Tlic U 4'lu;u.iilea'i.>i, r.i.m l-, mimI iin-lr 
oirmbel.. uu- Ibitcd lielo . < •( Po-. a M 

nam’l.s. the first I'oio" were o/^iubil.dicd 
from liil-1 t-t cxpi-iu hv in»i 

Commi.'sKHur (rter 3« FR itl.m;, .loiy 17. 
1973.) i'rliic to xi*;r*'tiiHi mfiiihrre for tf 



of Un; ottinr II* IHilK'h., nil illiM v 

wue t'rovideii. tlmuigh noU'.c.i 
In Uie Fguxexi. Rcniarxi. fur lnu-i4-.ub'<f 
|>crnuns to n<>i(iltiat4i (jualiflod tiidivlilmil < 
wlU) dlvaratnod experliM uucti nd<U 
M clitiiuol and admlnlstratlvr nii-nn n>i'. 
eagiueertng, bioioglcai ami phynfeaf t< l- 
encea. and other related prot«a.vlon.s cm 
Fn 34163. l>oc. 13. 1073; HO FH Vi'Jl, 
Feb, 36. 1974. 39 Fll 13288. Apr «. fbVIi 
It was from these nominations that the 
Comiiilsaloner apiiolnted Lite expi-n 
panel members to Uie punoU. 'i7i« i>j,in 
pam<l, the dlagnosUc pruducia pHtiei. ir- 
celvod nomlimllons from iirofcssloriHl 
clinical liiboralury and eclentirir ftssrxao 
U(ovi and Uie panel niciiib>-is wn* 
elionci) (m Uie basis of (xpeitljc In vliv 
area uf In vitro dtaKhusUu prodiivUi Op- 
ixtrCunlly was provldtid lor Uie nuom.ii. 
lion of a nonvoLing cousiiniAr uiid tinluv- 
try rei>ronentutlve to each of tin; l< 
panels and from (}iese Die Coipunsrlixii i 
Hp(K>inted consumer and Industry [xtm:l 
membcni to all 14 pitnels. Full-time em- 
pioyoee of Uie Fund and Dihg Adiiilni... 
tratlon were not appointed as panrl 
mcnibers. 

•nie membership of the jianels b h.-ilcd 
below ; 

OrWiofiasdlc; 

Victor II. PranXei, M l).. Ph O.. a.tdrmaii. 
Ciiarlss U. Fpp». Ji . U (). 

.nuyU II. JerxeiiReii. Mil 
Jacquslia Parry. U.t) 
noirsit r. nachn.sn. Hr L* 

Cvnsamtr hsUoii: Arthur t Mil 

HiO, 

liiCijBtry lUisim. Vsesiii . 

.Intiii 3 Coilias Jr„ M fi . Ojisirituin 

.via* HlsiT llfMmifc.iltJ M l>, 

riaro.n # ryvmilu. M f) . Cli O. 

.(..rmiie i.((bmnii, M U, 

Ard.iii Mtllor, b« i>. 

Oslinc] M r*. 

l-wUlr A 0«(i<l«rr. F'li V). 

Coiumnicr <l«uon: Margaret t Ani-ilJ 
tnUiiavrjr tlelm-a Kcniuth O. dhiikr' M l*. 
f>"in*1: 

- • .*..OM W. Htaiifiriil, I'h 1 1 , CiitlruiHa. 

Oari4«it V RPlKiey. OLi.'l, 

W Aritnir Oeurga. D.t>H. '.'7 ' 

DMirga g Myete, Ona. 

i'lxyd A. rwylnii. D. Hr , > ■ • 

ll»r..I(1 K. p.iy«f, D.IJB, 

I'luok L. naaw'h 

«^•llallltlar lielauiii Claire OwvIh, 

— tiutuatry tiauuii. nobart H. Mnvar. 
AawiiDealiU.igy; 

l«(lia HenUell Ualivr. M n.. (.'hsiniiHn 
Jaiiioa A. Mayar. M l> . I.TC, Mi' 

Fi.gaaB h. Nagel. M M. 

Nianley W. WelUaar. M.f>. 

I'eiialiipa Cava .*:li>n(U. M fl. 
namitiig Futltapplilaii. M O. 

Juhli I'. Bwo|>«. M.l>. 



r Hal 
IniltiMUjr Italixpi 
nauirticDtriralogy ai 

UrufK* h Ki>KMi> 
Kviag M. Divili. 1. 

u lAun. I 

,r<iyce i). Off laxiX 

V, l(«y llar<<'<-rk. 
v>rmr U»<iin>»n, V 



3«ol P. Uonl»« 
niohard P. nil 
TioKxIora II. r 



; Aim 



a M UtX4tl/r« 
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American 

Dental 

Association 





May 22 , 1986 



Dr. Duane E. Christian 
810 North Nevada Street 
Carson City, Nevada 89701 



Dear Doctor Christian: 

Your letter of May 14, 1986 has been received. 

There appears to be confusion regarding both the role of the 
Council and the scope of ANSI/ADA Specif ication No. 1 for Alloy 
for Dental Amalgam. The Specification is not for dental amalgam. 
It is only for the alloy for dental amalgam. The amalgam does 
not form until the dentist mixes the alloy with mercury. There- 
fore, dental amalgam per se cannot be certified. We cannot 
certify a reaction product made by the dentist. 

The requirement for review of American National Standards 
developed under the Accredited Standards Committee procedures 
of the American National Standards Institute requires that a 
standard or specification be reviewed once every five years. 

The committee responsible, in this case, ASC MD156, is required 
to review the document and recommend revision, reaffirmation or 
withdrawal. The Committee is responsible for this action, not 
the Council on Dental Materials, Instruments and Equipment of 
the Association. ASC MD156 is an independent committee and is 
not a Committee of the Council. The Council acts only as the 
administrative sponsor and provides secretarial assistance to 
the Committee. The Committee has representatives of 34 organiza- 
tions including the Academy of General Dentistry and when ANSI/ 
ADA Specification No. 1 was last reviewed in 1984, no member 
organization presented any documentation to request revision. 

The Committee voted unanimously to reaffirm the specification, 
and on February 15, 1985 the American National Standards Institute 
approved the reaffirmation. The specification will again be 
reviewed in 1990 for any revisions. 




May 22, 1986 

Dr. Duane E. Christian 

Page 2 . 



152 



I do not know the address for Prospect Associates, who 
you carboned, so am enclosing a copy for Ms. Cowan of 
the organization for you to forward to her. 



Sincerely yours. 



John W. Stanford, Ph.D. 
Secretary 

Council on Dental Materials, 
Instruments and Equipment 



JWS:ph 

cc : Dr. E. Neidle 

Ms. L. Stovall 
Dr. Michael Ziff 
Dr. H. Huggins 
Ms. S. Stanford 
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iHMf On»g* 

GHAFTIt l-4>00 ANO ^ 
MMIfTlATlOH, OffAOrWiHT Of 

wauh h^ik>h. mt ^ 

OAti I 

modrwA . a i wM t 

■111 MW C 4 I OtVIEy 



K«OMrai|fl 



. (DMUt No- T1W-41W 



AGENCY: Pdo^ uid Dmt AdmlzdatM* 
UOQ- 

ACnON fFimi rulej 
pir rMUiAia YT^TSar^e MU forth crtto- 
rU uid pro^urM for clucifying ds- 
vtcM InUnded for human um Into 
ftinft— of regulatory coiitrp) ;<uWola&t 
to provide rduonable •Munoeo of 
nlety and e/f^tWenasa. The rule Heo 
fy pUin« t|i« deUrmtnatton of the 
Mfety and effecUveOiSM of devlooe. 
weacribobthe (prooedurec for the eub* 
mlMlon ^ renew of petiUong for re- 
cUBiifieatJ^ and deflbee the dipita* 
fUnea un«r 'whidi InformatM and 
dau aModided with the eUalMhUoa 
or reelanlfieation of devUee vlU^ ro- 
leaeed to the public. TbeM acUitte ^ 
taken undor i the Medloai wfiUe 
Amendment* f 474' ' * 

EPK B CTI^ 4aTB: Auguet M, 1979. 
FOR PORIKER IHFORUATION 
COKTACT: I 

Joieph Sheehan, Bureau Of Medical 
Device! Food andADnig 

Admlnlstratlpn, Departmen| of 
Bealth. GdpeaUon. and Welfare, 
8767 Geoittfa Avenue, ^ver Spiiog. 
Md. SOtlO, 381-437-7124. 
SUPPLEMENTARY INF0RB4AT10N: 
The propoaal i upon which thli final 
it^atioa U bMed wae publia^ed In 
the PeontAL Raaiftn of Sepiember 
18. 1877 (43 Pit 46038). Interert d per- 
•oni were given until Novem ;r 14. 
1877 to comment. Twenty-flv , com- 
menU were reived on the pi boeal. 
preKntini a Wide range of lHU« 

7:hU regulation eeaentiaUy NUflea 
exlating procOdurea that hav been 
followed in the elaealftcatloo roeese 
' to dale. Manufacturers and o er In- 
terested penclna have already ioome 
Involved ]h t^e various aspect >f the 
ela^katlon proceat describes n this 
regulation. The agency has beg urffed 



sum AMO UKMtAtlONt 

to promulgate thli regulation as qulelt' 
ly it pfflhU to provide industry a 
more eenwanasis for production dect- 
jdone. AHhoufh the Commlnlc^ 
doubU that ttua procedural regulation 
iHiU affecf manu|acturera' product^ 
diMiaioTts, the CommUeloner has deew- 
•d thaTlt lg In the beat interest of the 
pubUe and of ail parties cotMnM 
th§t thM regulailoo become efteettVB 
AtvMitlni; (Vfi. 

Osmnat 

The Oonuniartoner has made me^ 
minor editorial etmagee In the refute: 
tkuj for elarttr- ' 

t. Several oommenta stated that mib- 
Uoatieo of panel reoonusendaUoDs and 
proposed regulatlona for the e U wl f I m - 
Uoa of devleeg before prMeulfatlon of 
the final refulMliitt eeUbllehlM otaasl* 
rteatloo {WDoedtfee rlolatee the baMe 
prloidplM of ^administrative rule- 
nufclng. The gammeots pointed out 
that an agetkoy must provide public 
notloe and an opportunity for totereetr 
ed partiee to paittdpate before lmpl8- 
mentation of a rule. 

section IlKcKt) of the act require* 
the promulgation by reguteUon of the 
procedures lo be follow^ by elasslflca- 
Uon panels In makliig tbelr reviews 
and rvoMiUDcndatloDa The section 
dom not require, however, that the 
final eiaguiloatlon procedures regula- 
tion praoede I every other step in the 



enMllowlDi Tntffe 
^- ^affiiir tcMife' pfOc eM. Pubuc noUw of 
tH5e~prooeduire8 W8s provided In a 
notice published In the PeDsaAt Raois- 
TSn on May 19. 1878 <40 FR 31848). Be- 
eauee olasslfleatlon panels are public 
advisory committees, the aentra) pro- 
cedures under wntch the panels oper- 
ate have already been promulgated by 
refulatloD (31 CFR Part 14). 

a. One comment, referring to the 
portion of the preamble lo the pro- 
posed refuUtUm that discussed the 
elaaslflcstlon crlUrla (43 FR 48030), 
argued against consideralloo of such 
‘'prscUcal matteis” as the difficulty 
Involved In enforcing general controls 
and the length of time required to de- 
velop performance standards. The 
oomment slated that such consider- 
ations should be Irrelevant to ciasslfl- 
cation decisions, and tlist any inconv^ 
nlenoe to the agency does not change 
the fact that adequate mfonnailoh 
may exist lo allow proper claaslflc*- 



tipn In gocordance with the statutory 
fblterte-' . 

* The Commissioner agrgqs thaW It to 
Improper to consider tb* tenwi of 
tImA ysqulred to dekeh^ a perform 
vaoee ' staadiird when Aetermlnlng 
wbpiher' to elMstiy a devloe into ctaM 
tl Qntees oomtdtenOe with g standard to 
pronde reasonable bosur- 

* ‘ ' effeetive- 

r*rmi» 




uveoese or weoe ms. p ^ 

1 . A leir coiniaeote g ip rese g 001^ 



oeh) that the deflolUao of 
tn propoeed |»MA{d) weald j 
many devlcea wblMi should 
damlfled into daae EU. such r‘ 
fillings. The comments sugges,- 
the propoeed defInUloo be wpi 
as not (o inelude guch devloee. > 

The Commteiqner acAnowledtM t — 
broad acope of the propoeed?deflnl- 
UoD. but also qotea that av device 
which U tamed ah Implant if Mt oec- 
asaarlly cUssiflcd Into cUss IQ. Bec- 
Uone 818 (0K3XC) and (dKSKB) of the 
act dearly sutca that an hoplsot need 
not be claadfied Into oUm m,if such 
clsMlftcaUoo to »>t necessary to pro- 
vide reasonable lasurancc of safety 
and effecUvenega. The proposed ^e .fj- 
HlUo nl therefore. IteTTeen ttta fned, 
g totniTra i^e In theTfeal regulation. 
'r'&verAI^SSQltr^ revl- 
don of the propoeed deflnlUon of 
•’Ufe-Bupporttng. or Ufe-euitaltjlng 
device” In 1840.8(e). The comment 
suggested that the propoeed wording 
to redundant and vague. The com- 
ments also stated that the propOMd 
definition to too broad because Con- 
frees Intended that only devices esMn- 
ttal to supporting or susuinlnt life be 
considered Ufe-supporUog or life-sus- 
taining devices for dasslflcatiDn pur- 
poees, Some oonunents suggested that 
the wor^ “or yields InfonnaUon that 



raBMAi tfomiA vol < 8, wca te»— ruoAv. wiv 88. im 
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38984 . .4tttbl>iAI>»tWVUfHMII 

RipporUnc of Uf»Hi »K M n l r >g. Pt tot % i>rM(4ktfMr Uo*n**d bv te» to Admto- 
lue vbleh of tubitiuBiiil iiBpoitAiMe iat«r or u*a tuoh devioa^ and 
in pmvaMog lw>t)o>n|nent of bueuw («> Any known aabitliif xtandjutU 
hMdth. or it the 'j ar ooo o tt o po- otvl^ioble to th« <tevtc«, 4evic« oompo- 
*rnHlTl 1 noati. or d««djoo maiorislii. 

ii|M^ ' . . i - • (b> panoV’ mouiiiono 

(d>~lnii»laat’*iiMohandMrvltw4b^ ia of |ha fivtuAl adviaoyy oOmnUtt^ «•- 
placed into a atavlei^y or oOtOMUHy taimMutd v the CointadoitODer vndor 



>-™d>~liiiiaaat’* DMoha n davltw that ia of 
piaoed into a atavka^y or oikiaaily t»l 



foraed oa^dy of -tbo -tManaa body. A a#cUon '8|| of tha act and part 14 of 
dartoe ta toyardod aa an tnplant for thla chapter for fbe pufpoaa of maktne 



dartoe ta tOfaidod aa an tnplant for 
Um pttrpooaofUtla poK o^ If ft la tn- 
tonded to tcoMdn Inmfantort 4Mnttau> 



rooenunendaUona 'to the Con 
or on tha elaaatfiaaUon and r 



ouaiy for a period of |6 daya or laorp,' e«tl(» of doviooa and for otfm pur- 
unlaaa tha Commiasldoar dOtormliMi pqoea proaerlbed by the act or bp' list 
othenrin In wdor to pcotoct fwaaan Conunfaaaenor. « 

^haaKh. (M'^ 

"Ufe-aupportlns or UfMiatatning yroug 
deriee'' uawia-a davtoe that la caaen- 
Ual to, or that ytetite tnlormatlon that 
la easentbM to, the' reatorablon or oop- 
tbiuatlon of a bodily function impor- 
tant to the eontlauatioo of human 
life. rMo roaannaMa aaauraaoo of oafety 



of devlcea mat ao not buf«’ 
tfy to roftty- 

'ninotloD, of any 

iioMreiyagas 

eoea t^aod for wKtolTHBulir'Tiw- 



iloMrelyag^ 
eoea a..and for wKtolTHBulir'Tiw- 

lory oontr^M are au/fletbBl to pn^ 
rMo roaannahia aaauraaoo of oafety 



(f> “CrlaHlficatlon *queationnatre“ aad effootlrogeja. 
meana a- 4pocff(c aerie* of queoUona (i)» "f^dtiaill XiBeana i 
prepared'by the C<»nffilaatoner fM- use aoeUnyroSlaAthe^^ oi 
u ffuidelinea by elaaslftcatton poneU aooordaooa wii hfSK^ Z 
prepariht recommendatloca to the . ' 

CotnmiMdoner recanfhtg claaal/icatloo #••••• Co«nowiti«iu aad 
uid bm)««tloner. nibmltw peU- 2^ 



iineana a auboUaaton 
cation of a device in 



Uona for reelanl/icatloa. 1 
Uons relate to the aafety and 
□eas ciutfaoterteiica of a deric 
anawen are dwiened to help 
mlBsioner determine the proj 
ficatkm of the device. 



aad Infonaailon •ubmitlad to coaaM> 
doe VHb daeaWmetoo and inlaidfl- 

cation. 

fa) Thla aectloo foversa tha avail- 
ability for public dtacloaure and the 
uae by the-Coounlealoner of data and 
lofonnatlon submitted to olaealftoatlon 



(g) ’*0|ipp]ementaj datp aheet*' paoela or to the Coouniaalonar In eon- 



means Ipformatlon compiled by a das- 
aiflcation panel or submitted la a pell- 
Uon for reclasalficallon, includlnr 
<1) A summary of the reasons for 
the recommendatloD for petltM}; 



f3) A summary of the di^ upon 
which the recommendation (or peU- devices under f 840.84 wlU be available 
Uon) ia based: Immediately tar public diacloaura upon 

(3) An Identification of the risks to request. However, eac^t as provided 

health (|f any) presented by the by the apeclai rulea In psrasraph (c) of 
device; thla sectlor^ thla provtaion does not 

(4) To the eatent practicable in the apply to datp and information exempt 
caae of a cIsm II or class Ili^evioe, a from public disclosure In aeoordMee 
reoonuaaPdation for the asalAment of with part 30 of this chapter Such data 



a clas- nectlon with tha clasairicaMon or re- 
a pell- ciasalflcation of devkea under thla 
<r part, t 

ns for ' (b) In seoeral. data and InfomaUon 
i); submitted to ciasalflcation ppnelJ In 
upon connection with the ciasalflcation of 



a priority for the applicaj4on^f the re- and iofbnnatton will be avaUable only 
qulremenls of performance sandards in accordance with part 30. 
or prentarkeV approval; I (eMl) Safely and effectiveness data 

(8) In the case of a class l&evice, a aubmltted to claaatficatton panels or to 
reconunepdaUon whether tb device the Commlasloner In eonnectlon with 
should be exempted from oA of the the ciaasUtesUon of a dertoe under 

requireinmta of reglsiratlofl record- 1840.84, which have not been disclosed 



keeping and reporting, or g^ manu- 
facturlpg practice regulaUmA 
* (4) la the caae of anBqMimiior a 
life-supporting or luMptahilng 
device for which ciaasiftcauB in 
111 Is not recommended, aValement 
of the reasons for not reoolpLmendlng 
that the device be claaalfied In class 
All; 

(7) Identification of any needed re- 
strictions on the use of the device, e.g.. 



1 manu- prsvlousiy to the public, as described 
in 130.81 of thla chapter, shall be re- 
n^or a garded as confideaUal if the device is 
ktakiing classified in to class 111. Because the 
in class ctssslftcatlon of a device under 184 0.84 
Uement mtyp e li egrtilnCT 'Only upon DUbU<m'. 
rjending ClglTtif-p Itpsj regailtcioff r ail'isfery 
In class eoUveness^dsM HiU have not 

been disclosed previously are not avalJ- 
ded re- able for public disclosure unless and 
iCe, e.g., until the device is classified into class I 



whether the device requires special la- or II. In which case the procedure In 
bellng, should be banned, or should be paragraph (oKS) of this section ap- 
uaed only upon Mithorlxaiion or a plica. 



(3) Thirty daya afUw puhllcatlou of a 
.pnatt«gulaii<«4mder 1 840.M olaatify 

.fng a^dlbylPP.lntp .djaaa J or 11. 
. fwfgay '■ Igsid -l^feii tg g B S M . data Itubmtt- 
.ted 4vr ,thb4 de«h» -iha( bad bean n- 
pantod M ofmrtdimtiai undey para- 
Ctaph thto McrtiM be 

arailsihtq dor Mibhy disoLosun and 
ptaiM 4M jHtUio dfagilay In the office 
Af .41to Qoarloc Ossk, rood aad l>rug 
Affanlnlatratloa uni mg, iclthlo that 80- 
Jay ihf who snbmlttod 
tM.daU JemphSyatM Ihat 
fjJiU fan ifUihln ths gggmp^ for 
trfdp aopr*!# and cahfUtostlaJ &»mier- 
da] inftnmj^on deanlhed In |.p.4i nf 
this ebaitter. Safety and effe^veness 
data aubmUtoJ das Jevfoe (hat U 
' olasaUled Into claaa III by recuiallon 
In aecbrda^ with f (|M»;84 wnT remain 
oonftdttitii^ amd uaa^diahie f«ir public 
dlsdloebr* so leng as aoeh dJia have 
not been tUeetesed to the pub» as de- 
scribed ia I IbJl of this ohapt«. 

or Bimoum deriee otasalfleitlon af- 
fects generic types of <te#oes. In 
makiiig deteiwJpationa undeFf 840.84 
. ooncemlng the^miuai daasifl4ntk»> of 
a dgelee, WiaJfVwWoo nalsels and 
the Cotiiad4Slon«r'cBaybeniid*r safety 
aad *ffeoefr*(ie*g <^ia dev«t|bped for 
another device ta the eaai| generic 
type, rwgardlew of whether aadb data 
are regarded ourreftOy «s oodjndentlal 
under panigmpb feKt) srf thil eeoUon. 

<dxt> Tbe fact of Its ecMpnoe and 
tbe aonteats of .a patfUmt foereolasat- 
lleetioo filed In eoooT<bu|ie with 
1840.134 or 1840.133 are ava|jebie for 
public dJecloauif at tim^he peti- 
tion Is received ay the Food |nd Drug 
Aibnlnlitratlon. 

(3) Tlia faot of the exlitenoe of a pe- 
tition for reelaastficetlon filed in ae- 
eordanoe with 1840.134 or |8S0.136 U' 
available , for MbJlo dlsoloauire at the 
time the petition ia received by the 
Food end Drug Administration. The 
contents of such e petitloa ere not 
available for public disclosure for the 
period of time folloarlng Its receipt 
(not longer then 30 dayii) during 
which the petition li reviewed for any 
deficiencies preventing the Commis- 
sioner from making a decision on It. . 
Once it Is determined that the petition 
contains no deficiencies preventing the 
Commissioner from making a decision 
on It. the petition will be Hied with 
the Hearing Clerk and Its entire eon- 
lente will be available for publio disclo- 
sure and subleet to consideration by 
olassIfioeUDn peeels and by liie Com- 
raluloner in making a decision on the 
petition. If. during this 30-day period 
of time, the petition is found to con- 
tain dericlenclea that prevent the 
Commissioner rrom making a decision 
on it. the petitioner will be so notified 
and afforded an opportunity to correct 
the deficiencies. 

Thirty days after notice to the peti- 
tioner or deftolenetes in Ihs peUllon, 



iMffim voi. gk tKk Igs-^rtmar. mv an i 




■UUf ANO IWViAnONS 

effeeUve regimen ftherapvutte, diag- 
nostic. prophylsctic). 



win be eiasilfied by regulation Into 
either elaes I (general controls), claw* 
rr /Mt-formanee standards), or cisjw 
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MPARTIIEKT OF HEALTH AMO 
HUMAN SERViCES 



Food And Drug AdnUrHstratlon 



(Doek*INix7tN-2t»)\ 

CMftHIcatfon of OonUl Dov*oo«; 
DovAiopmtni of Gonoraf Provlaforui 
AOSHCY: Pood and Drug Administration. 
ACTtO M: l^poied nils. 

aumiAWv: Ills Food and Drug 
Admlislstration (FDA) it propoting 
general rulet ipolleable to tha 
ciastifli^don o ftaii denial aevtcat j Tlio 
Medical Device /^endnien ts of 1978 
require PDA to claitify fill medical 
devices mteadsd fur human uio Inlo 
three calegoriet; ciat* L general 
conlroUi datt U, perfonnance 
standards; imd clast UL premarkel 
approval In the preamble lo thia 
proposal, FDA descrlbci Die 
development of the proposed regulatlorra 
dsttUylng individual dental devices, 
which are being publishod elaewhere In 
Ihis issue of Ibe Federal RegUtw- 
preamble also dascribea the aciivitlea of 
the Oenlr^Device Section of the 
Opbthabmc: Ear. Nose, Tliroal; end 
Oentai Devices Panel, an FDA edviaorj- 
comnUttee, that mekea 
recommendalions to FDA concerning 
the dassi/ication of dental devices. 
oATfft Commenli by March 2, 1S8t. 

PDA propoaes that the finul regulation 
£ based on this proposo! become effecHvi.- 
30 days after the dale oMis pubilcaiioii 
in (he Federal Regtalar. 

AOOREeS: Wrlllon comments to Ihe 
oRlce of the Heartng.CIerk (HFA-^S], 
Food and Drug Adminislratlon. Rni. 4- 
flZ, 5600 Fiehers Lane, Rockville, MO 
2oaS7. 

Foil finmieK tNfonuATioH coiitact: 
Gregory Slngieion, Bureau of Medical 
Devices (HFK-<eO}. Pood and Drug 
Administration^ Georgia Ave., 

Silver Spring, MD 20010. 30I>427>7536. 
sumjEUeNTARv infohhation: 

Device Classincation Syalen 
The Medical Device Amendments of 
1978 (Pub. L 94-285. hereinafter celled 
the amendments] esiabiish a 
comprehensive system for the regulation 
of medical devices Intended for human 
use. One provision of the amendments, 
section S13 of the Federal Food. Drug, 
and Cosmetic Act (the act) (21 U.S.C. 

30Oc) establishes three categories 
(dasses) of devices, depending on the 
regulatory controls needed lo provide 
rcosonoble assurance of their safety ern 
effectiveness. The three categories ere 



as fuilciwa- data I, general conbola; 
dnsi tl. petfnrmunco stondardA' and 
class ilL pfirniarlet approval. 

Most devices are not cltasiflsd under 



Panel's tentative clBsstflcadun 
recommeodatioai on file w)ih the oflice 
of the Hearing Clerk (UFA-305), Pood 
and Drug Administration, and 



toclion 513 of Ihe act until eftor (TIA has announced the availability of the report 
( 1 ) rocetvt^ a recommendation from a 'to the public by notice publitiied In (he 
device dasaiticatlon panel (an FDA Fedantl Regtalar of fune 25.1 1078(41 i'R 



' to the public by notice published In (he 

, . Fedantl Reglsloroffune 25 .|i878{4i {-Tt 

advisory coinmitteel; (2) oublithed (he 28245). On August 8, 1970, t^e Panel and 
panel's recommendalion tor cosuneni. other preamendments duviu 

along with • (mposed reguiaiion claeslfication panels were recharterd lo 

classifying the device; and (3) published reflect their new rosponcib^llties under 
a final regulation cUiaifytng the device. the amendments. Tha agency directed 
Tliese etepe must precede the each panel to reconalder lli 

' cloielRcatlonofany device (hat waa In preamendmenta clestiflcBtjon 

commercial distribution before May 26, recommendations in light of the now 
1070 (ihe date of enactment of the requirements. In 1976 and 1977, tlie 

amendments) and that was not Panel reviewed all device# that FDA 

previously regarded by PDA as a neW had referred to it to make ejertain thai Its 
drug under section 60S of (he act (2! rocommendalioiu were in accord with 

t U.S.C. 355). A device (hat ia first offered the omendmenle, 7hrough<^l the Panel's 

for commerclel distribution after May dalibcrationa, Interasled pe|niona were 
28. 1876. and that ie fubstaniially > ' given an opportunity to present their 

equivalent to a device clescifled under viaws. data, and other fnfo^ation 
this scheme, is classified in tha some concemiju tha classiDcaiicm of dental 
class as ^e device lo which It la devices. Ine Pane) also In^^ted expert! 

substantially equivalent. lo losUfy and sought in/ormation on 

A device that FDA previously ■ many dsvlcos from the published 
regarded as a new drug, ora newly literature. | 

offered device that Is not aubstanliatly In October 1977. the Panel submitted 
equivalent lo a device (hat-waa In to FDA a preliminary report of its 

commercial diairibution bafore tba recommandations. The report Included a 

einandmenls, is classified by statute Into roster of currant and former Panel 
clast llf. *n)ese two types of devices are members end consultants qnci listed all 
ciastifled Into data HI without any FDA meeting datea. The agency placed a 

rulemaking proceeding!. The agency copy of the report in the ofRca of the 
determines whether new devicea are Hearing Clark (HFA*S05), f|ood and Drug 
substantially equivalent to previously Adndnistration, and announced Us 
offered devices by meant of the - availability to the public by notice 

premarkel nolihcatlon procedure in published in Ihe Fedoral Register of 

section 610(k) of Ihe act (21 U.S.C. November 29. 1977 (42 FR ((0792). Also 

3eo(k}) and Pari 607 of the regulations available (n the o/fioe of (he Hearing 
(21 CFR Pert 007). Clerk are summary minutes from all 

. ' Par)cl meallngs, verbatim Iranscripls of 

R.l.l.d R.gul.Uom J 

In the FedefilRejdalarof/uly 28. 1970 dale of enacimant of the arpendments), 



,(43 FR 32068), FDA Issued final 
regutaUons describing the procedures 
fur ctossifyiiig devices inlunded for 
human use. These regulations, which 



and all references cited in individua! 
dental device proposed classification 
regulations. j 

On April 26, 1076, Ihe agency 



were proposed In Ihe Federal Register of larminalod ell of the device 



September 13, 1977 (42 FA 46020), 
aupplamcnt the agency's regulsliona In 
Purl 14 (21 CFR Part 14) governing the 
use of advisory eommiuees. The agency 
also issued interim device closilflcelion 
procedures in a notice published In Ihe 
Federal Register of May 19. 1975 (40 FR 
21640). 

Aciivitlea of Panel, t 



Anticipating enactment of Ihe Ophih^mic: Eor, Nose. Th/bal; and 

amendments. FDA eslDblished several Denlalpevices Panel. 'i 
advisory committees lo make ’ „ . „ .i J. , 

prdimlnory r,comm,nd»llon. on device «• Belwoen lie Device Name. 



clasilficaUon ponels, and then' 
reealabllshed them with ne.w names and 
with a new struclura. FDA pubiiihod 
notices of Ihase changes in|the Federal 
Register of May 19. 1678 (43 PR 21806, 
and 21666) and May 26, 1670 (43 FR 
22672 and 22673). The Dental Device 
Claeaincalion Panel was terminated, 
and its functions arc nowaonducted by 
Ihe Dental Device Sectionl^f ihe 
Ophih^ic; Eor. Nose. Throat; and 
Denlalpevices Panel. 'i 



preliminary recommendolioni on device 
clostificollon. The Denlel Device . 
Classification Panel (the Panel) was I 
originally chartered on October 15, 19^4. 
as the Panel on Review of Oentai 
Devlce» FDA ploced a report of ihe 



in ihe Itovico Reglatraiion qnd Listing 
Codes lad |he Device Names in 
ClaisincatfQo Ragulations j 
Some manufacturora have become 
eccuslomed lo identifyingli device by 
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Panel's recommended priority (“high.*' 
“medium." or “low") for application of 
premarkefispproval requirements to thai 
device. As explained below in the 
section of this notice concerning 
"IViorilies for Class fl and IH Dovicos," ' 
the agency Is not. however, proposing 
Ihe eslabJIihmenl of FUA priorities at 



5. Risks tohoaUh. In idenlffying tha 
risks lo health presented by dentaS 
devices, Ihe Penal recognised lhal few 
devices are eomptelely free of riek. The 
Panol lifted (he risks it considered moat 
slgitificani, especially Uioae l)iol ore 
unique lo Ihe Individunl device. In some 
cHSOi, FDA has tdenilfied risks to health 
nrH«Hnlnd hv A rinvirjt In addfibtn in 



of the agoncy's latter to members of the 
Section la on file with ihe Hearing Cierk, 
el the address noted above (Ref. 1). 

FDA cauttona iliat the flnijl 
ciassificatlon of a devlca may differ 
from the proposal. Factors that may 
cause such a change inciudo, comments, 
the agency's rocoiisiderution of existing 
dots and Information, and the ogency's 
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FDA has detffnnined that no devlcf 
that ii IstwIfKi m otiisrv/ise rapreienu'd 
8* sUrilB tvlU be exemplocJ from Ihe 
(levlct GMP reguJoUeyi. A si«rUe dovk^ 
must be subject to thHontire CMP 
fonlsilon to ensure tmt manufsclurert 
acurquBtely reduce the bloburdcn 
(number ot mlcroorgBRlsmt} on the 
device and its components duripg the 
manufacturing process. This reduction Is 
accomplished through adherence to a 
comprehensive queiJiy assurance 
program at Is required by the CMP 
regulation, with adequate eRviroiunenlQj 
controls, trained personnel, appropriate 
niainlenance end calibration of 
sterilization equipment, recorrUieepiiig . 
concerning lu( sterility, strict packaging ^ 
and labeling controls, and other quality 
fiBsurance measures. 

Tlie agency also hat determined that 
no exempllon from Ihe device GMP 
regulation will extend to { 620.180, will) 
respect to general requiremenit 
. concerning records, or i 8^.168, wllii 
respect to complaint niet. The agency 
believes that gratiling exemptions from 
these sections would not be in Ihe public 
Interest Md that compliance with these 
lections w not unduly burdenaome for 
device manufacturers. To ensure that 
device manufaclurers have adequate 
systems forcomploini inyetiigatlon and 
followup, all mSnufaclurcrs are required 
to comply with the complaint fde 
requirements. Ail device oianufaclun rs 
alto are required to comply with the 
general requirements concerning records 
to ensure thal FUA has access to 
complaint Rles, can Investigate device- 
related injury reports and complaints 
about product defects, can determine 
whether Ihe manufaciuror's corrective 
acllona are adequate, and can deiernilne 
whether the exompllon from other 
sections of tho CMP roguletlon Is stilt 
epproprlatf. 

In general, FDA has not Initialed 
proposals iq exempt manufacturers of 
devices reoulremenlt under seoilon 
510 or 520(/] of tne act, but has acted on 
the basis of exemption 
recommendations of the device 
classincation panels. However, FDjA has 
proposed occasionally to exempt 
manufacturers of cerisin devices 
cldssiried into class 1 or clast 11 froii. the 
requirements of certain sections of iiic 
GMP regulation, according to Ihe sl^uve 
exemption criteria. Manufaclurers >md , 
other inleresied persons may submit 
commenli on ihe approprlaleness of the 



proposed exemptions of manufacturers 
of devices, whatiww Ihe exempiioRi are 
proposed in responta to 
recoRimendaUons of the panels or on the 
agency's Iniliaiive. Comments 
requesting additional exemptions should 
be suppurlad by Informailon showing 
ihti the exemption of manufacturers of a 
device from Ihe premarket notification 
requirerooni or the QMP regulation le 
consistent with the crilerfa discussed 
above. 

Guidelines for Preparing Palitlons 
Requesting j^empUoa or VaHanoe From 
the Oovtco GMP Regulatioo for Devices 
Claislflad Into Clase I or Class U 
FUA has prepared guidelines on the 
procedures that should be followed by 
persons who wish to submit petjUops for ' 



exemption or variance from the dovicu 
GMP regulation. Those psHlioni inny be 
submitted In accordance with provision* 
of section S20(f}{ZJ opf the Fudoral Food, 
Drug, and Cosmetic Act {21U.S.C.. 
36U|(0(2j}. Ihe agency announced the 
avaUabliily of tba guldeilnei In a notice 
published In the Fa^rai Regisler of 
January 18, 1860 (45 3671). 

Usi of Dental DovEcm 
H ia following is a list of denial 
devices Uiat FDA la proposing to 
fdastify, the section and subpart of Part 
672 in the Code qf Federal Regulations 
under which the regulation classifying 
tha device will be codified, the docket 
number of the proposed ctassinoaiion 
regulation, and Ihe proposed 
cisssiRcation of each device. 



Ei*c«oMs«J ief putp 



d t-iwi MppMM tl^inwe M 



7IN-2S}) 

7SH-SS3S 

7M4-2S37 



_ uesexd pasJBDn WScaW 



l?7JO» 

S77.MU 

l7t90SO_~' . 

s7s.}ns.l. 
nitm 

SISSMO 

sn.sisa 

srutss 

S7S9I7S 

S7SJIOO...... 



OaM-bM«d Mar Ur Mnlai 

BiKiout ftiMal Mey Xr tt 

.... Womry M May (S*p«rai 

ACfOw«M>iMRUlapt«l9i 



7SW-2S4S 

I 7SN-2S4S 



rSM-SSM 




7S7ASM4 
7IM-SSM 
7S|«-2SS> 
7IH-SSU 
, 7SM-2S63 



7 SN -»»7 

7 SN-tSH 

7 SN-SMS 

7 IN-ISS 0 

7 IN.}Mt 

riM-ssas 

tiH-sses 

7 SN-tSSS 

7 SW-SSSS 

7 IH>SSSS 

7SfMSS7 



>iN-n7i 

7SN-H7S 

7SH.»7S 

7SN-rs;s 
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•**S 



I7t.ssie. 

S7tSU0... 


- iVaiaiiiM aewdonSi roooofciMsMM 


. - 7SH-mt t 


I7Z.SS39, 

S7S.H40. 


— _ eiobimMtoaMpaaaiui .1. 


TtM-XH t 

• tnt-m3 a 

7SM.Sm f - 
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D--Ow«9i PTMOwrite Ot^toW'-ceiinM^ 

PpV>^Ano*t*BO«''mjR: irfidnst (tVW-tWi » 

(«V«< <»Uom todura ffMOiCJ 

a»na* tHhdAm. 

«NNrir*n,iiw«h)MA«mikt* KM«MunvK>Am4o<it«»uH 

«nif ( ■yttg>mi>'W crt >ic— tedua mIimM. 

ore O’ •»»» ti4¥**i 

— — 

— 0.«'<n>cui«ita( {0'>C}il*'<l>a*onM9a, 

0>O'»»e0Mnl«|01C)Mnu«(kid 

Ovw n»<tiw\l«>|OICidinU«i**rat. 

OrO'tiMcuoM tOrCiduniuf rafiaa ul 

httvtnm i yW dwaura M»a 

PiMOfmad (tettc denfur* M»l> — 

PvUtf lauricalad d*n(ut« U 

endM»*ou» — 

.... nMun tnpllM M 

.... CoMHcT«(mncl;edknui>>Ki>«*Ml«*li«Vtor«iM<»W.. 

Ifflfirmiun mttind J — 

... AMklbnpiMdDn n)i nwlarU -'... , .. .1... 

P^»««ucmKh»rnw (prre) vtPnxa eveon mMM 

... OanMI m«r<i]P»....- ... 

.... Ptfitagufilx. — 1... 

.... 

SnekM b|n«*M <«I n *M V>o9> CCrti»OnM 

Oa>dw«r«Mna. rap ir<ne.Ci istelingmln — 

..... ntantf «Mr« taMi ■ ntdcqncMenar — — 

— TarawtT CMti an I teUg* inlA 

,._ nsMOMkltlOW — 

„ Asm MiM Mno '•» > 

... EnOodonfle pap« (M ^ 

_. E^oefeiiiie »»ra* pd a 

... OuMpwtfi*... — 

.... CnMenOe •IMani tpliK 

PMMtICr vMIOlJ IMfl oriVl >MUI 

.... tocting and laonp •nificki ImVi — 1 

.... Peraatiun — I 



1-^r1 C-^Atal SirgMjl PaiWat 



, ^dado-lie «»..... — 

. M-poo.-uddwiUlUnwuea.... 

.. B«-<Si»'<’ii<rani»ihfieW*e» - 

.. floury (x><«4yHlng>i«n4'be* 

., 0*#ei(j.i«»h»njpi4c«.... 

.. fec*c«'i'<j«4 W Mralpac*........... 

.. W«l«r p <ara>^t>*n(tMe«.., 



..... PMlDrg.tnlatliMiplMVumaiil.... 

0*>iun..tndl««Vg'n*M*...<..». 

OanUf •■‘•PuirwAI handk........... 

tnv«oi.>HiQau»tnd>k«lM*.. 

FbMUHk d«nlillitM..g..-..- 
...... Oanu) oikratmf 

Sur^ai iKadlgnt.—..^.^......— 

_d... OanUln>j«eilndnMW.-..« I 

«dn*i<H>t s - — 

AC-pt^-Mad Qon* UB 

fiMty ■ .in*..... 

,.r. UH(l«tf.ij>ie«l«r 

I’Mut t'dlHM 

....:. |nv*et' -oui RuWnia**... .. 

[....^. Odnkl ’ ”jCtnM9lctI untl «nd «c< 



, I . 

I 

uN-nn » 

; 7M*.m* ' n • 

• rm-tut »'. -r 

.■ rw-atM. » ■ 

- • Twi-mr II . 



Sottpvl P-'Otnitl /nfrapaviM 0«rk«« 



J. Oiino‘i<''>Ue'«lMDe band., 

OiVk>>i-)"iH band dtivai. 

OrftM">*i;baridi>iaifii«i 
■j,,,; O'VtpiO'.lk band puRk' 

OdhCMi-iiiikbaod (aliar 

Ohruxi.'i'Oe maul biaclai 
OnhwAaiilc pltauc uad>a|...„.. 
Oilh»>>>..ikbtaalialailynti.......i.. 

...I. 0'thn>i..ilavtadanip...-. 

X C«Vfo> •! aillMMnik twadgair_. 
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J.uM-lock tlma lyrlngs^— Cfliuti:i! Modlool 
Tongus (ibproaaar— Concvdl Mt^licul 
Cbur.a (pongo— Surgical ^iiii I (iiiliilliiillim 
Siirginnl Icnffu— Suriifcul uiul J iibiliiulloii 
Ucnial auluru— Surglci*! xnd 1 ilijllliilliui 



Nuuratugicat Oovlca ^ollsn— Novembar 20. 
1P70. 43 KR 04e4e-CSmO>nHra*>i*li 
Bopleuibsr 4. 3D7«, 44 IK S172»-&177B Rlrtal 
rcgulBlioiu) < 

„it,l /In/uili/Z/JoHoii DevicOI nural 



. Ihsl Panpl recQRwnendetioii. ciestifyins 
the dry heat f toriHser into dust II. 

H. Tl}fl Ophihuinilc: l2or, Nose. Throat! 
nml Uetitei iievlcoi Pufid ruuumiiiemii 
itiut bulh llieiulr or wuior tniU) syHnsa 
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D«vice* Cootidend by Two or Moro 
Ptutf 

Tli« D«nUl D«v{c« S«cllon of the 
Ophtheimfc; 8nr> Note, ‘nirotl; end 
Defltai Devices Panel and the other 
panolf lifted below made classification 
ncommendatlons concorning the 
following devices; , 

Dt*iC9~Oihtr Paaih 
X-rsy nbo cassell*— ObitslrloS'Cynsoolcgy 
end Redlolof ie 

Extra oral X-ray dantel film— ^«le tries* 
Cyntcology and Radlolo|lc 
Inlra oral X*ray denial Plm— Obtlalrlci* 
Cyneoology and RadlolOgle 
Intanslfyini radiographic scrten—Obs lelrioi 



Gynecology and Eadlotoglp 
Automalle radiographic film ctocetaor— 
CtbilelHoa-Cynacology ana Radiologic , 
Laadoii aprorv>^bslalrlci*Cynacelogy and 
Radiologlo 

Leaded oprratar radiallon proiaiior— 
ObtiefrfueCynecology and Radlologlo ‘ 

Aneelliesis flowmeter-r^aplntory and 
Nervouf Syatatn 

Compreec ed gee cyllner and valve— 
Reeplretory and Narvoua 8ytlei» 

, Anaigeila/aneilheilagea machine— I 

Raipiralory and Nervoiie Sytlem I 

ReaufCilatlon and emergency oxygen uxill— ^ 
I Rtipiralory smlNervouaByatem 
CoUon appllcalor-^oneral Medical 
Avioclava— General Medical | 

, Rihylene oxide get aterlf|xar— General I 

Medical " 

t' ■ ■ i 
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c!ov(‘)i>pinc‘iil tii' till) {iro|H)iu i 

The Dtmiif! Dttviwt Cliissflii clhm 

nil FDA (idviftory commllli;.-, mmiii the 

following incommoiulalloii iegitr<ii«g i!»d 

oliiNitUlcitUoii of dmiliil X-iity film 

holtiei-s; 

1. Itldnlincitlioii; A donlol X-ray film 
lioliter is a liovlcu need \o poallioii nnd 
10 hold X-ray film Inside Iho inoiiih. 

Z. Recommitmind cliiadifiaition: Clnau 
1 {Himorul oontmln), Ttin i'niiol 
rocoinmmulfl Ihiil tills duvico he uxiiiiipt 
fi'um premiirkot nulincallon under 
teullon SlO(k) of the Federal Pood, Drug, 
mid Cosmollo Aol (21 U.S.C. ifflO(k}). 
rotorde and report# roqufromenta uiidor 
iecJlon 03t/ of the act (21 U.S.C. 3001). 
und the good manufucturlng procUca 
regulation under socllun S2U(f) of (ho ud 
(21 U.S.C. 300(0), 

3. Summary of rotiamis for ' 

rocommemiQlfon; The Pmiel 
rccommoiid* that deniiii X-ruy film 
huldera be classified Inlo class i ^ocniieo 
(he Panel bollovei liint goiiural conlrola 
are aorficlonl lo provide reasonable 
assuranco of (he sefoly and 
effoctlvsnos# of the device. Thli device 
ha* baeri Used In danUsiry for many 
years, The matorluls used In (he device 
that contact the body have known and 
acceplabie propertiei. Tho Pone) | 

believes lhai manufeclurers should not 
bo required lo comply with promorkol 
notification nollficollon procedures, i 

records end reports requirements, and 
liie good iniinufucluring practice 
feguiatloa because Iho Pant)) bollsvea , 
that (iafauls in iltli Uuvico are readily ^ 
apparent lu the user. 

4. Sutnnmry of data on which (ho 
recommenduDon Is based; Tho. Pane) 
based lls recummendullon on the Panul ' 
mombers' parsonel knowledge of, and 
clinical experlenca with, diintul X-ray 
film holders In tho procllce of tientiKiry, 

6, Kliks fo lieaiihi hifocllon: If (hu 
materials used in tho dovkru cannoi lio 
properly st<\rlllicod, a pati^nl muy 
coitlrocl aiHnfoclIon. 

Proposed. i^fessincallun , 

PDA dlsagrooi wllh (he Panel 
rscomniemJiition end Is proposing (hut 
dental X-ray film holder^ bu cUssiflUd 
into class i( (performaiico simidurds). 

This decision is based on iha knuwlotlgc 
that a fingio dental X-ruy (Urn lioldur 
may be used for muny pullimls'ond has 
Iho potenUu) for trmiimllling 
nilcrourganlsms botwuoii puyutils, 
Therefore, Ihoso devices must bu 
conslruclod of maloriuli that can bs 
properly sterilized. Tho agmiiiy beliovoi 
(hoi a performance stumliiid Is 
necessary for this dovioo because ' 
general controls alone nri Msufficiuni lu 
control the rliki lo health iHesunlud by 
the device. A performance inndarJ 



tvoolil provide roascmulilu nssarance of 
ihn snhiiy and effectiveness of iho 
diiviiHt. The Bgenoy also beiinvee Hint 
there hs aufflcionl Infurmalhm to 
I'stobiiidi a perfurmaiico standard for 
this device. 

Docnuie the agency bei dotermtnud 
ti)&( tlentei X-ray Hini holdanr should be 
classiPed into close tl rather than class 
I, Itto iigonoy is nut required to publUlt a 
rogidulton adopting or ru{cc<(ng (ho 
Pmitti's recommendation Diat tills device 
be exempt from preinarkel nailficalton 
procedures under seotlon fiI0(l(}, recoct 
nmi r«porl| raquiremants under eeclion 
&t9, and the good manufeoturlng 
pi'scttca regulation tinder section 620(0 
of ihuact. 

On April 26, 1078, the agenby 
tcmiiimlad all of the dovlco 
clBselflcolion panels and reeslabilslied 
thorn with the same fonctloiis, but with 
new numci and a new structure. FDA 
ptibllaiiQd nolioue of Uieee changes in 
(he Federal Register of May 19. 1978 (43 
KR 21t)t». 21007, ond 21B00) and May 20, 
1978 (43 FR 22072 and 22073). This 
propoeod clasilflcation rogulation 
IdenliRos eoch device papet by the 
former nome. Further liifbrmaUon 
regarding (he device advisory 
commlUeet and list of their new nomas, 
may bo found In the preamble lo the 
generol provisions, published elsewhere 
In this issue of the Federal Register. 

Thoroforo. under the Federal Food, 
Drug, und Cosmetic Act (aocs. 613, ' 

701(a), 82 Stat-lOCS, 90 Bloi. 540-640 (21 
U-S-C. 300c, 371(a))} und under auliiorlly 
doicgotuil lo him (21 CFR 8.1), tho 
Cumnilaslonor of Food and Drugs 
proposes to omend Part 072 in Subpar! D 
by adding new f 072.1906. to read us . 
follows: 

|873.1»b6 X-reyflIm holder. 

(u) fdeiiiiflooUon. A denial X-foy Him 
holder is 8 device used lo position ami 
to bold X-ray film Inside iho moitih. 



UaldiJ; Nuviinil,i:t ID, UIW. 
WrninmF. KDmliilpii, 

Amlff; Asaaciaia Comminiiii'ii'ji fni 

KuKuliitoiy Alfaiit. 

pii On: n-iMH riltd u-rMn d »n| 

SaUHO COOC 4MS-4S-U 



(!>] ClanlficaUott. CIbss II 
purfoniiance standards). 



(purfoniiance standards). 

Inlorested persons may. on or bofora 
March 2. lOBt. submit to tiio Hearing 
Clork (I lFA-308). Food und Drug 
AdmliiUlrutluu. Rm. 4-02, 8000 Fishers 
l.tine, lioukvllla, MD 20057, wrlllan ,, 
comminile rugardltig ihit proposui. Four 
cnplos of liny conmioiile urv lu be 
submitted, uxcnpl that individuals may 
submit one copy. Commonte are to be 
tiientifled with the liouring Clark dookol 
number found In bruokele In (he heading 
of this douumpni. Reoolved oommenti i 
muy be loim in llio above odflce balween 
8 a.m. and 4 p.in.. Monday through 
Friday. , ' 



iODCkat No. 7SN-3e43J , 

MatHcai Deyicaat Ctassirtcatlon of 

Amal8»n Atipya 

AQINCy: Food and Drug Adminlalrotlon. 
action: Proposed rule. 

SUMMARy: The Food und Drug 
Admlnislrodon (FDA) is issuing for 
. public cimmenl a proposed reguiulion . 
clussifying amalgam alloys Intu class li ' 
(performance stondards). ff)A is also 
publishing the raconimendalton of the. 
Dental Device Classlficaliun Panel that 
tho device be classified (nio cluis ll.TJtf 
effect of classifying a device inlo ciesHT 
fa jo provide for the iuturo devolopmpt 
of one or more performance stanoorci tr 
fo Bssura (tie •eiaiv and efiectivenejii o f 
i he dovtco . Arier considering public 
dommenli, FDA will issue a final 
regulation classifying the device. These ‘ 
actions are being taken under the 
Madlcol Device Amendments of 1970. 
OATti: Comments by March 2, 1901. 

FUA proposed that the final regulation 
baseci on this proposal become effucilve 
' 30 days after (he dalejof lls publtcallon . 
in ihe Federa] Ragisle^. 

ADORCaa: WHtlen codunonls io ihe 
(ffflce of the Mooting Clerk (I IPA-305). 
Food ond Drug AdminlslruUonj Rin. 4- 
02. 5000 PJshare Lane, Rockville. MD 
20QS7. I i 

FOR FURTHtR INFORMATION CONTACT: 
Gregory Singleton. Uuroou of Medical 
Devices (HFK-40O), Fuod and Drug 
Adihlntsirellon, 6757 Georgia Ave.. 

Silver Spring. MO 20010. 30M27-7536, 
•UPMJWtNTARV information; 

Pane) Recommendailuh 
A propotsl eieewhei'o In this Issue of 
the Federal Register provides ^ 

background hifortnallon concornlng the ^ 
devorupmuiil uf Ihe proposed regulation. 
TliB Dental Uevlcu Clusstficulton Pane), 
an FDA advisory commlllen, made t)te 
following rucummundullon rogurdlng iho 
oluesIfiuAlton of amolgum alloys; 

1. identtfipalloii; An atiialgum alloy Is 
^-tfuevlce that consists of a metallic 
subilanco lhai is mixed wiib mercury to 
form filling inalerlal for denial carles. • 
erHecommendod classification: Class 
II (porfurmtince standards). The Panel 
recommends lhai eslubllshing a 
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Proposed Classiftotlion 
- PDA agrees wllh the Pamd 
recommttmialiun and is p- I'poilng Ihul . 
gold-basod alloy for cllni> I usu uu 
dttssificii Inlo class li (pi >rmi)nuD 



0 s.m. and 4 p.m.. Monday Oirough 
Friday. 

Ileiodi November IB, >089. 

Wiliism F. Rsndalpk, i 

Asswfeft/ Comm/nfoiierftir 
UiwiihilorvAftaiit. 



contain iihaller quanllUei of other 
melaU. euch aa eoppur, gold, and 
platinum. It I* ueea lo fubrloaie dentsi 
opplloanoas such si crowns and bridges. 

k. Keuommendod cb<s»lfituiiinn: Claes 
U [perfurmarrtio liandiirds). The Panel 
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pvrfonssnce fUsdarii far this dovica bo U.3.C 900c, and imdor auihorily 



« mtdlum prtoilty. \ 

3. Stunmiry uf reascmt for 
recotnmsndsUon; Tho Pane! 
recommendi that 
claitiOed into cias? 




recommendallotf irEaied: I Tte Panel. 
^*^aiedi tt recommendati on on ihe rrtU l 
y jifembgrs' personll khtTi^dge of. and 
L^ olinlcol expeTrencI With, thfl tUvIcg 
ptc Bfaetice of dsntlstr y. 

s. ^gka «<i health: fa) Advene gastric 
ot rea^ior^e^iponie: Ingestion of the 
powdeTsdaDoy or the mixed unaigam 
may be harmful to the patient's digestive 
or respiratory tract. {b| Advena tissue 
reaction: !f the materials In the device 
ere not biocorapellble, the patient may 
have an advene lliiue reaciion. 
Proposed Classincatloa 
FDA agrees with die Panel 
recommendation and ia proposing that 
amalgam alloys be claaslfled info class 
li (performance standards). The agency 
helieves that a oerformance slanoardls 



genera 

cbhtro] 

t he adiric e. A pertormance standard ' 
would provide reasonable esturences of 
the safety and effectlveneM of the 
device. T lta agency also boHeves tha t 
there I nuthcTenTinroTmatiQn io 

S b'erlorcHsnce standard for 

tHi n i gtne ir — ^ 

^'OintprirM. W78. the dgency 
terminated elf of the device 
classlllcatlon panels and reestablished 
thsm with the same functions, but with 
new names and a new ilniciure. PDA ' 
published nolices of these changes In 
Ihe Federal Register of May 19. 1878 (43 
■ FR Z\m. 21M8) and May 26. 1978 (43 FR 
22672 and 22673). This proposed 
cisisificatlon regulolion identifies each ^ 
device panel by Ihe former name. | 
Further information regarding the device . 
adviaory conuniUees and list of their 
new names may be found in the ' ^ 
preamble to the general provisions, 
published elsewhere In this issue of the' 
Federal Register. 

Uterefore, under the Federal Food, 
Drug, and Cosmetic Act (secs. 813, 

701(a), 82 9tat. 1088, 90 Stal. 640^6 (21 



delegated to him (21 CFK 6.1). ihe 
ConunJtsioner tX Pood end Drugs 
proposes to emend Pari 872 by adding 
new Subpart C, which Is reserved, end 
aiUllrm new Subpari D end f 072.3050. to 
read as follows: 

Subpart C— Waaervad 
Subpart O— 'Proathatle Oavtcaa 
8872JOS Amaiflein Olay. 

(a) Identification. An amalgam alloy ' 
f li a device that consists of a rnelallic 
■ubslanco that ia to be mixed with 
mercury to form filling material for 
denial carlea. ' ' 

(bj C/Dsej/icoribn. Clasa U 
(pcrfonnance alanderds). 

interested persons may, on or before 
March 2. 1961, submit to the Hearing . 
Clerk (f-fPA-<3DS}. Food and prug 
Administration. Rm. 4-62, 5600 Fishers 
l.ane, RockWlla. MD 20857, written 
comments regarding this proposol. Four 
copies of any commenia are to be 
s-ibrnilted. except that individuals may 
submit one copy. Commenia are to be 
i entflied with the Hearing Clerk docket 
>' imber found in bracketa in ihe heading 
this document. Received commend 
i:<8y be aeen in the above office between 
U a.m. and 4 p.m., Monday through 
I idey. 

Osied: Noveaiber 18. 1800. 

\ /tlliim P. Randolph. I 

n cUng A$ 30 ciola Co^mmhnerfor 
J igulelory A/foin. 

I> K Ooc. ss-Msas ntxl is.is.sft sa <») 



lUOckstNo. 78K-3844) 

r l8dle«l Divicat: Ciaaalficatlon of 
oold'Basad Alley for Clinical Uaa 
aoency: Food and Drug Administration. 
A CTtO R: Proposed rule. * , 

r.uMMAnr: Tl4 Pood and Drug 
Idminlstration (PDA) Is Issuing for 
i>ublic comment a proposed regulation 
classifying gold-based alloy for clinical 
.ise into class li (performance I 

ilandards). FDA Is elio publishing the ' 
ecommendalion of Ihe Dental Device \ 
Classification Rariel that the device bs 
classified into class U. 'Die effect of 1 
classifying a device into close (i Is to ^ . 
provide for ihe future development of 
one or more performance standards to 
assure the safety aiui effectiveness of 
the device. After considering public ’ 
comments. FDA will issue a final 1 
regulation ciastlfylng Ihe device. Thes4 



actions are being taken under the 
Medical Device Anurndmonii of 1976. 
OAtlK Commeols by March 2, 1061. 

PDA proposes that Itie firtal regulation 
bated on this proposal become effective 
SO days after Ins date of Its publication 
In lha Pedanl Raster, 
rwimctar Whiten comments to the 
office of the Hearing Qatk (HFA-305). 
Pood and Drug Administration, Rm. 4- 
62. 8000 Fishers Lane. Rockville. MD 
20687. 

PUimWI fNFORHAtXW COftTAeT: 

Gregory Singleton. Qureau of Msdicai 
Devices {l^^-4aoj. Food and Drug 
Administration, 8767 Caorgia Ave., 

SUyer Spring. MD 20010. 301-427-7539. 
•UmxUENTAflY mPOnitATION: 

Panel RecommendailMi 
A proposal elsewhere in this Issue of 
.the Fftdsral Re^star prdvfdes 
background information concerning the 
development of the proposed regulation. 
The Denlaf Device Cteytsiflceiion Panel, 
an FDA advisory commitlee, made the 
following recommendation regarding Uie 
clossincation of gold-based alloy for 
clinical use: 

1. Idantifleatlom A gold-baiad alloy 
for clinical usa is a mixture of metals, 

Ihe ma}or component, of which is gold. It 
may also contain smaller quantities of 
■Uyflf, copMr, platinu m, or paliadJum . ft 
liusaiTloT^ri^^r sustom-made ^nlal . 
. appliances, such as crowns and bridges. 

2. Recommended claBsiRcation: Class - 
n (performance slandarda). The Panel 
recommends ihal establishing a 
performance standard for gold-based 
alloy for clinical use-be a low priority. 

3. Summary of reaaona for 
recommendalJon; The Panel 
recommends Ihal gold-based olloy for 
clinical use be classified Into class II 
because the maleriels used in the device 
(hat contact the body should meet a 
Bsneraliy accepted and satisfactory 
ievo] of tissue compatibility. The Panel 
believes lha| genera) controls alone 
would not provide sufficient control 
over thb characteristic. The Panel 
bellsvel tiiai a performance siandord 
would mvlda reasonable assurance of 
the safetf end effectiveness of (he 
device utd lhat there It sufficient 
lnformaTl6B.(o establish a performance 
standard. ^ 

4. Summary of data on v\^lch the 

recommendetlon ia bated; I'he Panel 
based its rscommendalionrn the Panel 
members' personal knowl(|lge of, and , 
clinical experience with, Uw device in 
tha practice of dentialry. , 

5. Risks to health; Aaverse tissue 
reaction: If materials used in the device 
are not blocompatibie. lha patient may 
have an adversa tissue reaction. 
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general provItJohs. published eisewhore 
In this litue of tha Federal Rogister. 

Therefors, under Iho Federal Food. 
rv_._ Aril lonnx. R13. 



!;Hfely and effocllveness of Ihe device, 
i he effect of dassifylng a device into 
!ass 1 Is to require that lha davlce meet 
illy the general controls applicable to 



believes that manufacturers of this 
device should not be required to comply 
with premarkei ndliflcalion procedures, 
records ahd reporiu requirements, and 
• i.. — .„>m„rar-tiirlna oractloe 
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goneral (irovlalfiiU. publlahoti etsftwhci 
in ihi* iMuti at lha Ifwleral Ra^^taf. 

Therefore, under jhe Pedoral Food. 
Drug, and Coimedd Aci (aeca. Sid. 
701(a). 52 Stab 1055] dV Stab MO-S46 (2t 
D.8.C. 300c, 371(a)j| and under authurlly 
delegated tohbn [2! CFR 5.1), the 
Commlatloner of Pood and Druga 
pfopoaea to amend Part S72 In Subpart D 
by adding new f 072.3070, to read aa 
foilowa: 

i»72.3d70 Prw4oua metal aloy for etMeat 

uaa. 

(a) JdentifJeotlan. A predoua metal 
alloy fur cUnical uae la a mixture of 
metala. the major componeota of which > 
are liivcr and palladtum. It may alao ' 
contain amaiier quanlitlea of other 
metala, auch ae copper, gold, and 
platinum. It la used to fabricate dental 
appliitncea aiicli aa crowna and bridges. 

(bj Cfastificolion. Claai II 
(perfom)ance atandardaj. 

Interested persona may. on or before 
March 2, JMl; submit to ihe Hearing 
Clerk (HFA-305), Pood and Drug 
Admbililratlon, Rm. 4-82, 6000 Fishers 
Lana, Rwkviile, MO 208S7, written 
commeHMi regaling this proposal. Fui.r 
copies of any commanle are to be 
aubmilled, except that individuals mii; ' 
submit one copy. Comments are to be 
identlSed with the Hearing Clerk doc! et 
number found In brackata In the heading 
of this document. Received comments 
may be seen In the above o^ce beiwreu 
9 a.m. and 4 p.m., Monday through 
Friday. 

Deled: November IB. 1080. 

WUlUm r. Randolph, 

Acting ,4*5oc/i3/a Coaim/ss/oner/or 
Urgu/olary Affalrt. 

tt «■( 
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21 CFR Part 872 
[Oeekel Ne.-7IN-284«J 

Mtdfeal Davloaa; Claaalfleatlen of 
Maroury and AHoy Diapanaara 
A 08 NCV: Pood and Drug Admialslratijn. 
ACTtOW; Proposed rule. ' 

auMMAMY: The Food and Drug 
Administration (FDA) is issuing for 
public comment a proposed regulati< .) , 
classifying mercury and alloy dUpeu ;ejp 
into class II (performance standard:!) 
FDA Is alio publishing the 
recommendation of the Dsntal Devic • > 
Classlflcatlon Panel that the device l o 
classified into class I (general controls). 
11)0 effect of classifying a device tnii> 
class II It to provide for the future 
development of one or more 
performance standards to aiiure die- 



safety nitd effecHvenets of the device. 
The effect of claailfylng a device into 
class I ia to ruqutre (lui the device meet 
only the genrrel coniroia applicable lo 
ail dsviesa. Alter conaidarbu public 
commeuia, PDA will Issue a nital 
regulation clasalfylng (be device, llieso 
actions are being taken under the 
Medical Device Amendments of 1976. 
OATU: Comments by March 2. 1961. 
FDA proposes that tne (bul regualtlon 
boieii on tills proposal become anectjve 
30 days offer the dole of Its publication 
In the Fatleral Ragislar. 
aooAIiC: Written cooimenls to the 
office of tite Hearing Clerk {HPA-305}. 
f Food and Drug Aiiminiatratlon, Rm. 4- 
02, 5600 Fishers l.ana, RockvUie. MD 
20M7. • ; , 

fOn FURTNCA IHFOnMATION COISTACT: 
Gregory Sbiglelon. Bureau of Medical 
Devices (HFK-4flO). Food and Drug 
Admlnislrotion, 6767 Georgia Ave., 

Silver Spring. MD 20010. 301-427-7531 

tUmfMgKTARV MFOIIMATION: 

Pauei ReconuneodatloQ 
A proposal elsewhere in this Issue of 
the Federal Reglaler provide# 
background Information concerning the 
developmenl of Ihe proposed regulation. 
The Dental Device Classification Pane), 
an FDA advisory commlllae, made the 
following recommendation regarding tiie 
clasiiflcattOR of mercury and alloy 
dispensers: 

1. IdenUricallon: A mercury and alloy 

dispenser Is a device used lb measure 
and dispense a prldelennined amount 
of dental mercury bi droplet form and e 
p/emeasured amount of alloy pellets. . 
The device uses a aprlng-activated valve 
to deliver ihe materials into a oiJxIng 
capsule, ' I 

2. Recummended classlScollon: Class 
I (general controls). The Panel - 
recommends that this device be exempt 
from premerkel notification procedures 
under soctlon SU)(k) of Ihe Federal Pood, 
Drug, and Cosmetic Act (2t U.S.C. 

3.60(k}), records and reports 
requirements under section 619 of lhe> 
act (21 U.S.C. 3601). and the good 
manufactitfbig practice reguialion under 
section 520(0 of the act (21 U.S.C. 

3001 ( 0 ). - 

3. Summery of reasons for i 

recommendation: The Panel | 

recommends that mercury and alloy « 
dispensers be dassined Into class I 
because the Panel believes that ganoral 
controls are efficient lo provide I 

reasonable aaiurance of the safety anu 
effecllvenoi s of the device. This device 
has been used In denllslry for many 
years. The malerleli used in the device 
that bontnet Ihe body have known end 
acceptable properiiea. The Panel I 



betloves that manufaclufers of this 
device elvould not bo required to comply 
with premarket noUflcalion procetluioi. 
rucoi da and reports roquiremenls, ond 
the good manuJfacturtng practice ’ 
regulation because this Is a aimpie 
device that presents no undue risks to 
health when used in a normal manner 
end for the purpose recommended. 

4, &unmary of data on which the 
reconunendailon Is based: The Panel 
based its recommendation on the Panel 
members* panonel knowledge of, and 
clinical experience with, mercury and 
alloy dlapensert in the practice of 
dentistry. 

5. Risks to health: None Identified. 
Proposed Glaaslflcatlon 

F13A dfsagfcei with U>e Pane) 
fgCbm^ndauon and is ^posing that 
mercury ancTairoy dispensers be 
ciaialfled into class II (performance 
standards). Mercury Is toxic to humani . 
For many years, spltlage or leakage di 
mercury has bean considered a hazard 
to dental patients, the dentist, and staff 
workers. I^akaae of mercury from th e 
device may cause a^te or (duont c 
maremy toxicity throuan inhalation of 
Aercury vapor s. Fadure of tha devfce to 
dispense an accurate amount of mercury 
couid affect the physical properties of 
thmearie filling mateHal, resulting b> 
early failure o? (he fitting. The agency 
believaa that a performance standard fa 
necessary for tms device because 
general controls alone are brsufflcient to 
control the risks to health' presented by 
lha device. A performance standard 
would provide reasonable assurance of 
(he safely and effectiveness of (he 
device. The agency also believes that 
there is sufficient Information to 
establish a performance standard for 
this device. 

Because Ihe agency has determined 
that mercury and alloy dispensers 
should be clasBlfled into class 11 rather 
than class 1[ the agency is not required 
to publish a reguialion adopting or 
rejecting the Panel recommendation that 
this device be exempt fro» premarkel 
notlfluilon procedures urtder lecllon 
610(k)mcordi and reports requirements 
under action 619, and the good 
manuf^urlng practice regulation under 
’sectloii^20{n ohhft act. 

On Api^26, 1978, tha agency 
lerminaieu ell of the device 
dasfllficatlOR panels and reestablished 
them with ihe same functpns, but with 
new names and a new atm dure. FDA 
published notices of thesi changes. In 
the Federal Register of May 19, 2978 (43 
FR 21606. 21067. and 21068) and May 26. 
1976 (43 FR 22672 and 22673). This 
propoied classinoatton regulation 
Idonlifies eaoh device panel by the 
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Clerk (ffi9l->606}, Ppod end Drug 
Administration, Rm. 4-02, 5600 nshert 
Lane, Rockville, MD 20857, written 
comments regarding Ibis proposal, Pour 
coDies of any comments ere to be 



Fanef Recoaunaodatioa 
A proposal elsewhere In this issue of 
tha Federal Regis ter provides 
backgound Iriformatioa concemlng (he 
dovelupment of ihe proposed regulation. 



standard is necessary to assure that 
dental amalgam capsules can eefely be 
used to perform this mixing process 
without exposing patients and dental 
core workers to merouiy vapors and 
bneauae oeneral conirofi alone are 
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Clark (HFA-905), Food and Drug 
AdmJnlalrallon. Rm. 4-«2. seoOFlaher* 
Lana. Rockville. MD 20657. written 
coimnenU regarding this proposal. Four 
copies of any cominenis are to be 
submitted, except (hat individuuls may 
submit on® copy. ComraenU are to be 
tdentifled with the Hearing Clerk docket 
number found In brackets In Iho beadbig^ 
of this document. Received comments 
may be seen In the above office between 
e a.m. and 4 p.m., Monday tfirough 
Friday. 

Dilsd; November 19. 1980 
WliUso F. Jtaodolplu 
Acting Atiociale Coiiuniiiionerfor 
Regulatory Alfoirt- 



21CFBArt872 

{Oocfc«tNo.7IN-3ltt} 

Usdicsi DsviCffs; Clssslftcailon of 
Otmttl Am«l0sm C*psui«s 
aocncy: Pood’and Drug Admlnlilraliofi. 
AonoN: Prop osed rule. 

•MlHAlir. The Food and Drug 
AdmlnltlratioR (FDA) Is Issuing for 
public comment a proposed regulation • 
clsssl^ing dental amalgam capsules 
into class II {performance standards). 

. FDA Is also publiihing the. 
recommendation of the Dental Device 
Ciessiflcatlon Panel that the device be 
classlRed Into class 1 (general conlrola). 
Tlte effect of classifying a device into 
class If Is to provide for Ute future 
davelopmsht of one or roora 
performance standards to assure the 
safety and effecUveneit'of the device 
The effect of classifying a device Into 
data 1 is to require that Ute device mc< I 
only the general controls applicable iu 
all devices. After consldorlug public 
eommenti, FDA will issue a final 
regulation elaislfylng the device. These 
actions are belog taken under the 
Medical Device Amondmenta of 1970. 
OATff: Comments by March 2, 1961. jj 
FDA proposec that the final regulation ■ 
based on this proposal become 79-241. t 
elfecilve 30 days after the date of its ^ 
publication In the Federal Register. 
ADORfii: Written comments to the 
office of lha Hearing Clerk (HFA-305). 
Food and Drug AdmintslraUon. Rm. 4 
92. 6000 Fishers Lane, Rockville, MD 
20867, 

FOR FURTMHI INFORMATIOM CONTACT: 
Gregory Singleton, Bureau of Medics! 
Devices (HFK-4eo), Food and Drug 
Administration, 6757 Georgia Ave„ || 

Silver Spring. MO 20S10. 301-427-753^ I 
•UmiNHIKrARY WFOftUATION: f 



Panel Recoounendalioo 

A proposal elsewhere In this Issue of 
the Fadml Re^slee provides 
bsokgound Uiformatioo cooes ming the 
devrlopmenl of the proposed regulation. 
Ihe Dental Device ClassifIcaUoa Pansi. 
an FDA advisory comnilUae. made the 
following iccommendallon regarding the 
ciasslflcallun of donlal amalgam 
capsules: 

1. {dentlflcation: A dental amalgqm 
capsule is '» container devl«^ In which 
■liver alloy Is mixed with mercury to 
form dental amelgacn. 

2. Recommended classification: Cists 
] (general controls). The Panel 
recommends that Als devi^ be exempt 
from records and reports requlr?menls 
under »<*niio n Sift of the Fariernl Pood. . 
Drug, a'niirDbsmenc Act (21 UAC.,J flQtl 

‘ and rhg good nanUfftclurUig praclica 
regulation under section 620(f) of the act 
(21 U.S.C. 3001(f)). 

3. Summary of reaions for ' 
rGcommendelionr The Penal 
recommertdt that dental amalgam 
capsules be classified Into class I 
because the Panel believes that genarai 
controls are sufflclent to provide 
reasonable assurance of the safety and 
eflectlvenass of lha device. ‘n»it device 
has been used in jenllatry for many 
years. The materials used in tha device 
that contact the body have known and 
ecceplable properties. The Panel 
believes that monufaclurers should not 
be required to comply with records and 
reports requirements and the good 
manufacturing practice regulation 
because it Is a slmpla davica l)ial 
presents no undue risks to health when 
used In a normol manner and for the 
purpose recommended. 

4. Summary of data on which the 
recommendation It based: The Panel 
baaed its recommendation on the Pan^l 
monbers' personal knowiedga of, and 
clinical experience with, dental _ 
amalgam capsulas In lha practice of 
denllitry. 

5. Rlsxa to health: None identified. I 

Proposed Classification ; 

FDA disagrees with the Panel 
recomniS HahTftff rgmTii proposing lhak 
‘dbrnaham^IgBin capsules be classlfiec^ 
Into dess (I (perfonnsnee standards). 
Dental amalgam capsules are used to 
mix amalgam malerlats. one component 
of which is mercury. Mercury Is toxic to 
I wmans . For roeny years, tpniagw Oft" 
fgaKsgs of mercury has been oonsiderid 
a hazard to denial pelients. the dentist 



tnnel aflbn of mercury vapors . The 
ageneybelleves foal 0 ^rtormance 



standard Is necetssiry to assure that 
daataj amalgam capsules can safely be 
used to perform this mixing process 
without exposing patients end denta l 

jRiSa m »« Ea» «n° 

Eaceuse generel controls alone ere 
Insu/Rcent to control the risk* to health 
presented by Uiii device. A performance 
fiandsrd would provide reesonsbie 
assurance of lha safety and 
efTecUveness of the device. The sgency 
also believes that there Is sufRcienl 
Information to establish a performance 
standard for this device. 

Because the agency has determined 
that dental amalgam capsules should be 
classified into class !1 rather than class 
I, the agency It not required to publish a 
regulation adopting or rejecting the 
Panel recommendatios that this device 
be exempt from the records and reports 
requirements under section 618 and the 
good manufacturing practice regulation 
under section 620(f) of the act. 

On April 28, 1978, the agency 
terminaied all of tha device 
eluslflcaUon panels end reetlabliihed 
thra with tha tame fpncHons. but wllh 
new names and a new struclura. PDA 
published notices of theseebangas in 

the Federal Register of May 1^. 1978 (43 

PR 21606., 21667, and 21888) and May 28. 

1878 (43 FR 22872 and 22673). This 
proposed cJassificBtlon regulation 
Identiries each device panel by the 
former name. Furthe( informslion 
regarding the device adviaory 
commltlees and list of their new names 
may be found in the preamble to Iho 
genera) provisions, published elsewhere 
in this Issua of Ihs Federal Register. 

Therafore, under the Fcijera) Food, 
Drug, and Cosmetic Act (sees. 613, 

701(a). 52 Slat. 1053, 90 Stsl. 54E1-54D [21 
U.9.C. 30OC, 371(8))) and under authority 
delegated to him (21 CFR l.l). the . 
CommUsloner of Food enu Drugs ' 
propotts to amend Part 872 In Subpart 0 
by addiM new | 372.3110, to read at 
follows^ 

I I71.SHKL' l>*Mat emaigam eapsuta. 

(a) Ide^jcotion. A dental amalgam 
capsule is a'cenlainer device in which 
silver alloy is mixed with inercury to 
form dental amalgam. I 

(b) Clasolficotion. Clatall 
(performance standards). ' 

Interested persons may, on or before 
March 2. 1961, tubmil to the Hearing 
Clerk (HFA-306). Food and Drug 
Administration. Rm. 4-02, 6600 Fishers 
Lane, Rookvilie, MO 20887, written 
comments regarding thla proposal. Four 
copies of any. comments arj to be 
submitted, except that individuals may 
submit one copy. Comments are to be < 
identified with the Hearing Clerk dockqt 
number found In brackets in the heading 
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nrj|u}af(oii plaiilfying ttiu UpvIlk. ’D se 
uciium lire bi’lng taken under (bo 1 
Mpdicai Puvico Atnendnienls of Jt(. I. ■ 
OATTt; Comment# l>y Miirtb 2, lOOi 
FUA proposes that the finul regulali.iii 
btisuci on Ihii pruposa! become cf(m;iivn 
30 days after the date of Its publico i on 
1n (he Federal Register. 

AODBfSS: Written comrnonls to the 
office of the ftonring Clerk {HFA-3oi); 
Food und Drug Administration. Rm. 4- 

02. 5000 Ftsbers Lane, Ruckviite. MO i 
20857. ^ 

FOR FURTHER tNFORUATSON CONTACT: 
CregOfy Singleton, Qureau of Modicul 
Devices (HI'K-46a}. Food and Drug 
Admlniilratlon, 8757 Georgia Avo., 

Silver Spring. MD 20910, 301-427-7518. 
SUPFUMENTARY INFORMATION; 

Pane! Recommendation 
A propose! elsewhere In this issue of 
the Federal RogUtet provides , 
bfickground information concerning the 
<luye!opmcnl of the proposed rcgulolion, 

1 he Denldl Device CiassiHculion P«ncl. 
and FDA advisory conimiUoc, madu Ihb 
following roconimendatioo regarding the 
clsssi/icution of tooth shade resin 
nnilerials: 

t. Identification: Tooth shade resin 
material is a device composed of 
maicriols such os bisphenot-A und 
giycidyi methucrylale (BIs-GMA] lli;<t is 
used to restore carious lesions or 
structural defects In teeth. ' 

2. Recommended clasificatlon; Ci.'se tl 
(performance slundards). The Piind i 
recommends that estubiishing fl 
performance standard for this devii bo 

« low priority. 

3. SuniRsnry of rcusoqa for. 
recommendation: The Ranel 
rocommonds ihol tooth shudo resin 
mttterlals be clesiified Into class II 
because improper chemical composition 
of the resin mov cause roughening uf the 
.restirrutive surface, which results In 
dlscDlorallon of tooth enamel and 
piuquB uccdtnulation on Ih.e (outh, I lie 
.imitcriu!i used In the device should nmul 
a genoniliy accepted snlisfiiclory h v el 
of tissue compatibility. The Punoi 
believes that general controls alonn 
would not provide sufficient control - 
over this cnaracloristie. The Panel 
believes that a performuace stand:<( J 
wi>uld provide rcaiontible assurum:e of 
safely and effectiveness of.lho devii ti 
and that' there Is Bufflcleiit.lpformiilion 
to establish a performance slundm d. 

4. Summary of daia on which the 
recommendation is bnsod: The Ptini l 
based its rocommcndutlon on tiie i’liitul 
members' persons! knowiadge of, und 
clinical experience w(th. tlw devicu in 
the practice of denialry, an^ on an 
ariicle'by G. t. Lee, M.D., ut a., (ref /). 



1 he arthile states that befqro a 'r 
composite rcsiti It ftsed for rctlnrution. 
the tooth enamel Is aiched with 80 
{lereout phosphoric acid, which may 
Iriltato the tooth |Milp. 

S. Risks (0 health: (a) Psripdonlul 
disease: Discoloration and ijoughetilag of 
B resloratlon made with this device may 
cause piaque accumulation and lead to 
periodontal disease, (b) Pulp damage: 
I'.tddng with SO percent ptioaphoric acid 
befnre the restoration is completed may 
cause tooth pulp damage, unless ilia ■ 
putp is properly protected. , 

PmpoBud CbssiRcation 
FDA agrees with the Panel 
recommendation end Is proposing that 
tooth shade resin oiaieriait be'ciatslfled 
' into doss 11 (performance standards). 

The agency believes that a performance 
stundiird is necessary for this device 
beenuse general controls utona are 
insufRctenl to conlrol the risks lo hssllh 
presented by the devico. A performance 
atundurd would provide rea4unable 
I utaunince of the safety and 
I effectiveness of (he device. The agency 
[iilso believes that there is sufficient 
! information to esiublish a performance 
I etaudard for this device. , 



by adding new | 872.3090, to rciid ns 
follows: ^ : 

f ITI.SeSO . Tootn fhada resin material. < 
\a) !dout)ficxt1hn.'Xoai\\ shade ri-iin 
mutprial la a device composed of 
qiuteriata such «s,bisphenol-A giycidyi 
melhacryiate (^s-CMA) that is used to 
reatore carious lesions or tirucluritl 
defects in| teeth, ^ 

(b) Claatificativn. Gluts fl 
(performance atandards). 

Interested persona May, on or before 
March 2, 196(J aubmil to ^e Hearing 
Clerk! P^A-30Sh T^od and'Drug 
Admlniitralionl Rim 4-62, 6000 Flshern 
Lone, Rockville,' MD 20857, written 
comments regarding this proposal. Four 
copies of any comments nra lo bo 
tubmitted| except that Individuult may 
submit one copy. Comments are lo be . 
Identified with the Hearing Clerk docket^ • 
number found in brackets in the heading 
of this document. Received comments' ^ ' 
may be seen in the above office bulwuen 
0 a.tn. and 4 p.m.. Mondky through 
, Ffi’doy. 

Dated; November 19. 1900. , 

VVillUoi F. Raodid|di. . 

Aclit\sA$$ociateCojnmls»ionor{iiT 
noguhtory Ajfairt. ' 



'Hie following information has been 
pieced In the ofRce of the Hearing Clerk 
(address above) and may be seen by 
> init'rcsCcd persons from 9 u.m. to 4 p.m^ 
f Monday through Friday. 

t. I.CS. G. U, J. A. Oriowsht, C. C SehJdl. 

. and R. L ihson, Ititioluglcal Studies of an 
. Adiwsive I'alni-on Kesturolive for Cervicnl 
Abf ssient,” A utitalian Denial JournoL 
20 :^- 900 . 1975 . • 

On April 28. 1978. Ihe agency • 

terminated all of die device 
clussiRcatlon panels and reepioblishcd 
ihcm with Ihe same functions, but with 
new names and a new structure. FDA 
published nollcos of these changee In 
the Federal Roglsler of May 19, 1976 (43 
FR 21008. 21667. and 21000) and Moy 20. < 
1070 (43 FR 22072 and 22073). This 
proposed classification regulation . 
idcnUfles each device penel by the 
foniior name. Furtlior infonuuiloo 
regarding the dcvico odvtsury 
commiitoce and list of their now nusios 
may bo found in the preamble to ihe 
general provisions, published elsewhere 
III this Issue of the Federal Register. 

Thorofore. under the Federal Food- 
Drug. and Cosmetic Act (secs. 613. 

701 (b), 52 Slat. 1055. 00 Slal. 640-546 (21 
U.S.C. 3ti0c. 371(a))) and un^r authority 
delegated to him (21 CFR 6.^1 Ihe 
Commissioner of Food and Drugs 
proposos to amend Part 872 in Subpart 0 



. {Oocktl No. 7»N-2a94] I 

Medical Oevicet; Oaei I/lcatJon of 
Dental Mercury I 

agency: Foo(| and Dru( Adminislralimi, 
action: Proposed rule, I 

summary: The Food and Drug 
Admlnlelrallon (FDA) Is Issuing for 
. public comment a proposed roguiullon 
ciossifying dental mercury Into class H 
(performance standards), FDA is also 
publishing Ihe recommendation of the 
Oentu) Device Classtncation Panel thui 
the device be ciaisifled |nio clasiji, I'he 
effaci of cluBsifying e device inlo class It 
is lo provide for the future devefopmonl 
of one or more performance atsndarda . 
to assure Ihe sufoty and effeciivenass of . 
the dovlco: After considering pubtio 
conimenta. FDA will issue a final 
regulation classifying the device. Those 
actions are being taken under the 
Medicul Pcvlcs Amendments of 1976. . . 
dates: Comments by March 2, Wi. 

FOA proposos that the final regulation 
Iqsuu on this propose! become effective 
50 days after the date of Its publication 
in the Federal Register. 

ADOnESS: Written comments to the 
office of the Hearing Clerk (HFA-305). 
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!i lo provide for the future developn i-nt 
it one or more performance iinnuaj Js 
Id assure the safely and effefiivonci : of 
:)te device. After considering pubki 
jommenU, PDA will iilue a finol 
-egulatlon ciusslfyiiig the devico. Tl :u 
iclluns ore being taken under Iho 
'dodicol Device Amendmonls of 19: 
r.nmm^nls by Marcli 2, 10B! 



members’ persrmal knowledge of. and 
clinical oxpsrienoe with, ihe device in 
' the practice of dentistry. 

8. Risks to heeJite (a) Adverse tissue 
rouotion; (f Ihe materiais in (he device 
uro not btucoinpaUbie, the pullont may 
hiiva nn adverse tissue reaction, (b) 
Toxic rnucllon! Alloys conlalntng nlckal 
nml iforylltum mey causa a loxlQ 
rnfirtinn in lira oatlanL 



copies of any comments are to be 
aubmilled, except that individuals may 
aubmil one copy. Comments are to be 
IdantjOed with the Hearing Clerk docket 
number found in brackets In the heoding 
of this douunient. Rocoivedbommonts 
may be seen in the above office between 
8 B.in. and 4 p.m .-Mondoy through 
Friday. 

__DB|od: Novumber ' 
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Powil mid Drug Adml»l»t) aiJon, Bm, ♦- 
62. 5«00 PSilim Uno. Rockville, MD 
20857, 

ran mirrmn wforu«Y>on contact: 
Gregory Singlolon. Buritau ofMedicii! 
Devicet (I{FK-400]. Food attd Drug 
Admlnlslratlon. 8757 Georgia Ave,. 

Silver Spring. MD 20910. 301-427-7530. 
8UPPLCMCNTANT (NFORMATlbN: 

Panel Recommendation 
A propoiul sisewbetc In thie issue of 
the Federal Register provides 
background information concernUig the 
dovolopmctti of Iho proposed regulation. 
The Dental Device Classincallon Pond, 
an FDA edvisory cummittce, made the 
following recommendation regarding the 
cldsairicallon of dentui mercury: 

1. IdenUlicalioi).- Dental mvreury Is u 
device composed of mercury dial Is used 
ns a component of ainuigrim uHuy In th6 
restoration of denlnl cavities or broken 
foctii. 

2. Recommanded dassification: Class 
II ipcrronnunce slundards}. The Punel 
recornniends thsi eslabllshing a 
performance standard for (his device be 
a high pricey. 

3. Summary of reasons for 
recommendation: The Pimei 
recommends that dental mercury be 
clasiined Into class (1 because (he 
metcrlal in the device should meet a 
generally accepted snlisfuciory level of 
tissue compatibility. Denial niorcury is a 
t gvir siihslence end rniist be nundlo a 
properly to control ttic hazards j l 
presenlV ‘rtto ftenei believes that 
goii^rst controls oluna would not 
provide sufRcient control over this 
chereclerlsllc. 

The Panel beeves that a performace 
standard woullf^rovlde reasonable 
assurance of (he safely and 
' offcctivantiss of the device and that 
ihure is suffideiU inforniutlon lo 
cslablish a performance slimdord. 

4. SummsfyofditlH on which the 
recommendailon Is based: The Panel 
based its recommcnditiion on ihe Pand 
mentbars' pertonni knowledge of, and 
clinical experiance with, Ihe device In 
the practice of dont.lsliy, find on an 
arlicle published in Ihe /aiirnal of the 
Anieiicon Domo} Ansodatiao "An. 

1 Environmental Study of Mercury 

\ Contamination fn Donlal Ofilcfii" (Ref 
f). The arUcIa dltr^iaaes llio hazards j 
assoclaled with use of niorcury In 
dcnllsiry and concludes that there Is t»> 
danger of syilemlo poisoning for 
patients whose teeth have been rasturi- 1 
with amalgam containing mercury. 
However, if proper proceduree bre nol 
followed, there are potential hazards tn 
Ihoso who handle merctu’y. 



' 6. Risks to health: (al Mercury 
puisuniog: if the device U nol handled 
properly, (he user may tattet mercury- 
poisoning from inbalatton of mercury 
vHpurs. (b) Adverse (Issue reuctJoii: If 
the maUiriuJ device te not 
blocompetible. the patient may hove ati 
edvarse tissue reecUoit. .. 

Pressed Clasaincatian 

FDA agrees with Ihb Panel 
recommendation and ii proposing that 
dental mercury tie clossffled into clast If 
(performance slmdards). 

FOA has reviewed ihe medical ' 
iHurutura on use of dental mercury in 
deniistry and has found ev(donce to 
f support Ihe Panel recommendation. 
Kawaharo ei at. concluded that the . 
cyloloxlcily of (he amalgam li.relaled io 
freo mercury avaiinble after mixing the 
alloy and the mercury, but that , 
cytotoxicity was nearly nonexistent 
after complete selling of (ha amalgam 
(Ref. Cataldo and Sands stbdied the , 
results of implonlalion of amqigam into 
the oral (issuea (Ref. 3]. Bncapsuli|t<on in 
connective tissue occurred with (he 
smallest pieces of amalgam without 
Inflammalory response, and larger 
pieces hod connoedva tlsaue 
encapsulation with some macrophage 
{microorganism} rasponao. I1ic agency 
believes that a performance standard Is 
necessary for (hit device because 
genera) conlrolt alone are insi{f8cjenl lo 
control the risks to health presented by 
tilts devico. A parformnnea standard 
would provido reaionobla astiinmca of 
(he safety and effacllVeness of Ihe 
devico. 1'he agency also bellavas Ih&l 
there Is sufficient information lo 
eslubilsh.a standard for this dovlce. 

Roferancos , 

The fudowing informuilon hus beot^'': . 
placed In the ofRco of the Hearing Cl^rkj 
(address above) and may bo seen by r ! 
inlurcslcd persons from 8 a-m. to 4 p-n't., . 
Monday through Fridoy. * 'j 
t. "An Rnvlionmenlal Study of Merturyl 
Conliimiiiuitun In Ocnlul O(flcs*,"^ovniu/-o/ 
s/ie Awnkon Dctilol Association. Volfiil. 

Nuv. iors. • , ' 

2. Kaivuiinru. IL Si (il.. ‘ CcHiilur Rospunsoi 
ti> Uuntiil AnioigKRi ln-VI(ra,’‘/vunta/c/ 
Dunlisiiy RpseorcK 64|2):39S-S0l. Morvli- I 

Ai»i»l HJ7S. — I 

9. Calalcio, E.. un<) I i. Sunils, ''Rvsponto of | 
lliu Orul Tissue lu Exogvnoits Foreign j| 

^)Mieriuls,“/(*unm/u/ I’nrimloniivs. S5(2l;e3* { 

ItOT. February 1B7S. i 

On April Z6. 1075. the agency s 

•ttormlnntad all ofsiht device I 

'clafslRcHtton panels and reestablished ^ 

them with the same fgneliuns. but wllh 
naw names and a neW ftructure. FOA * ' 

published notices of theta changes In . , 

(he Federal Register of Mny 18, 1076 (49 I 



FH 21080. 21007. And 21005} and May 28. 
1970 {43 FR 22072 ond 22073). This 
proposed claselficaUon rugulatiun 
Idenlifice each device psnol by the 
former nemo. Further information t 
regarding the device odviaory 
committees and list of ihsir now names 
may be found in the preambts to the 
general provisions, pubKihed elsewhere 
. In this issue of the Ftdar^ Radstar. 

Therefore, under the Federal Food. 
Drug, and Cosmetic Act (secs. 513, 
701(a), 52 Slat. 1065. 00 Stat. 540-540 (21 
U.S.C. 300c. 371(a)}} and under authority 
' delegated to hbn (21 CFR 5.1], the 
Commissioner of Food and Drugs 
proposes to amend Part 672 In Subpart 0 
by adding new { 672.3700. to read as 
follows; * 

§572,3700 Dantai mercury. 

{aj IdenlificQtion. Dental mercury Is a 
device composed of mercury that Is used 
as a component of amalgam alloy In the 
restoration of dontai cavltios or broken 
teeth. 

(b) Classification, plsu II 
(performanca atanda^i).^ 

Interested pereont may. on or before 
March 2 submit to the Heating Clerk 
(HFA-SOS), Pood and Drug 
Adminiilrailon, Em. 4-62 , 6800 Fishers 
Ume, Rockville, MD ^57, wriiton 
comments regording this proposal' Four 
copief of any comments'are to be 
Bubmittad, except that individuals may 
submit one copy. Comments are to be 
Identified with the Hearing Clark docket 
number found tn brackets in-Ihe heading 
of this document. Received comments 
may be scan In the above oRIce betwyen 
8 u.m. ohd 4 p.m., Monday through 
Friday. . . , 

Dated: November IB. )B|p. 

William F. Randolph, 

AclIiiaAssoclals Comntistionerfor , 
/Iciioialury Affairs. 



(Docket No. 7»N'259S) * 

Medical divicea; Claaaiflcali^n of ‘ 

Base Mata^lloya 

AQiNCv: FAd and Drug Administrution. 

I ACTION: Pft^yed rule. 

5UMMARY: Th^ood and Drug 
Adminlitralion (FDA) is Uiu|ig for 
I public comment a proposed rtguiallon 
I classifying bast metal alloysinto dess 
’ 'll [perrormanCB standards). FpA is also. ‘ 
publishing tha recommendation of the 
' Dental Device CUisifloalion Ptnal that 
, ihs device be clatslRed )nio class II. 1'be 
: 'effect of dasilfying a device Into class II 




88030 
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1 . Idanllfkallon: A pantograph is a Jihe acl, the agency may exempt a 
device thgm sUaChod io a patient’s fmanufaoturer from ssollon SlOonly Iflt 
heed and fs used lo duplicate lower Jaw dinds that aompltoncs with this seoiloii 
movements to aid In the constniotlon of hi not nacasiery for tbs protaoUon of the 
ruslorutlvo end prostboilo denial public health. In the case of roglslratlon 

dtivicos. A mnrkifig pan Is ottached to and litling by manufaoturars of 

•' '■'•mnnnmii of Iho duvii puniogruplis, (iis ttgonoy oonnot Riako 



good manufaotorlng practice (GMP) 
regulaliori under section 520(f) of the act 
(21 U.B.C. 360j{f)). FDA is proposing that, 
■ manufacturer of this device bo oxompi, 
in ihu manufacture of the devico, from 
oil raqulfomonts In Ihe CMP raguIoUoii 
except f 820.180 121 CFR 820.180). wllh 
raspool lo gonerul rfqulrements 
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, Wednesday 
Auflilsl 12, 1987 



Part VI 




Department of 
Health arid Human 
Servi ces . : 

Food and Drug Administration ' , 

21 CFR Part 872 

Medical Devices; Dental Devices . 
Classification; Rnal Rule and Withdrawal 
of Proposed Rules 
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• DEPARTMENT OF HEALTH AND 
HUMAN SERVICES 



21 CFR PsH 872 
{Docicet N0.7BN-283Q] 



Dental D«vic«S! General Provisions 
and CUiselllcalfons of 1 10 Devices 

AOENCV: Food and Drug Admlnlatration. 
action; Final rule. 

' summary: The Food and Drug 

Administration (PDA) is classifying 110 
dental dovicci.Tlie preamble to this rule 
responds to comments received on the 
proposed regulations regarding 
classiflcstion of those devices. Those 
actions are being taken under the 
Medical Device Amendments of 1070. 
EPFeCTiVi PATfc Septembor'U. 1007. ' 
FOR FURTHER INFORHATiON CONTACT: 
Gregory Singlelon. Center for Devices 
, and Radiological Healih (HFZ*470). 

' Food and Drug Admintslratlon, 6757 
- Georgia Ave.. Sliver Spring, MD 20910. 

' 301-427-7666. 

SUmCMEMTARY information: 

Tsbit of Coutsats 

A. Deckground.' 

' i . D. FDA‘1 i^iortllos fur Hstobliihing 
' PerfonnaRce Stendards. 

C. Changes in the Name of the Dentul Ouvicu ' 
Advisory Commilloe. 

0. Grouping of Slniilur Dontal Dovlcoa — 

' . WUlidrawei of 07 Unnlol Prtipoittd 

■ RMuIsliont Decaute olDlRorenl 
• Grouping. ' i.- . -y ■■ - <• It Jlj 

B. Denial Davices Not Being Ciaailfled at 

Tlili TJma. 

' P. U«t of OanldlOevicee.*.‘' ■< 

C. Changes In ClassiOcBtlona. 

Hi Summary of Commenla on CUtalficailont 

and PDA's Basponsei. (I'uragraphi 1 

through M.) ■ 

' i. Exemptions for Class I Devices. 

1. Ciasiificallon ReguNtldns Published to 

. Dale. , 

K. Codification of Two Devices not Sub{ec(s 
of Denial Proposud Regulallons. . 

L Minor Changes or Clarlficsilons. 

M. Rsfsrsncat. ■ •• : 

N. Baviraamaaifilmpset.,-.;, _ .■ 

O. Ecwflomlc hhpaci. 



class 1, 42 devicea into clasa U. 10 
'a deviceo into clase HI. and. depending 
'•* upon a varlaty-of faclors, suctj aa 
intended uaca or coinposiiion of the 
- dovlcue. 2 devices inlo class ( or class If. 

2 dovlcue into class f or class til. add 1 . 

dovicc inlo class II or ednss iff. To 
reduce printing costs. FDA is publishing' . 
the general provisions and tha - 
classifiuaiiono in ona final rule. FDA 
previously published a separata ; ■ ■ ' 
propoaed ciasaincullon lulo and final 
classiflcBiion rule for each device. 

Clnsslficotion of medical devicos In 



0. 1901! 46 FR 15510), For Inlerecled 
parsons to submit written comments on 
the proposale. The comments received 
and PDA's responses to Iho commenla 
are discussed below. 

Sum] wiia tnlrod^odlti^iht! 
of Ropresentutivos. The bill was u 
legislative proposal of Ihe DepiirimenI of 
Health and Human Services. Among 
other things, ihe bill would have (1) 
amended ihe act to eliminate the 
stolulory category of class II. (2) mode 
lha establishment of a performance 



commerc i al dlstrlbuflohls^req^^^^ standard one of the BBvoroI general 

the Modfea t devi ce Am endments ori5?0 'conlrols that may bo made nppHcoblo lo 
(Ihib. li. 94-2H6|]lhe amendinoni8)Tirthe~’ g device, and {3} streamlined the 
Fedaral Food. Drug, and Cosmailc Act proccduro for eulubiishing standards 
(the act) {21 U.S.C. 301—392). The effect— required by section 614 of the ucl. If 
of classifying a device into class I Is to - icgiilmion compurablo lo this bill 



requiro that The devico conlliiua to meet 
only the gunera) controls applicable to 
oil devices. The e ffect of class ifyi ng c 
device Into ctSw^^s^i^oh>^nd^^T6cJ 5^!L 
fu^u ^¥3eveto^>menl o f one rm n Wrp: A 
jftrfoftn nnce atandarda to asauro th>: _ 



i;.' 



A. Background 

in Ihe Federal Register of Oooember 

- 30. leao (46 PR 85902-6010(3), FDA 
published proposed regulations 

' containing general provislons-appHcablc 

- .to Ihe ciassincalion of danio! devicos 

' and Individual proposed regulations to 
classify denial devices in commercial 
distribution into ona or more of three 
regulatory classes: Class I (gcnurul - 
: controls), class 11 (porformance 
■ standards), and class III (premarkei : 
'approval). . . 

In this final rule, FDA Is classifying 
. 110 devices as follows; S3 devices into 



Tlie effect of classifying e dovicu li. 
class HI is lo require each manufacturer 
of the device to submit to FpA a ” ' 
premaricet approval application (liai 
(nclgdes InformHlfon concerning safely ■ 
and effcctivooesa tests for the nevico. . 
For a cinos 1ft davico nut considered a 
new drug before (he umendmeiite that 
either was in commorchii dlstrihudon 
befura May 26, 1976. or that I# . . 
t,aubstantieity equivalent lo a device that 
'was in comnmrcial distribution before 
(hat date, each application for 
piomarkol approval must be aubihllted . 
to FT3 A on or before February 28. 1900._ , 

. .or 00 days alter piumuiguUo.') of a 
'separaie regulation requiring promorket 
approval of the device, whichever 
.ipccuro (eter. Devices that FDA 
previously regarded as naw drugs,, or 
' newly offered devices that are not . 
.^substantially equivalent to a device (hat 
was In commercial distribution before ; 
the amendments, ere classified by ' 
statute Info date 111 and already are 
required to have In effect an opproved 
( application for pramurkcl approveL See 
sections 520(i) ond 6t3(Q of-lhe acf {2i ' . 
U.S.C. 3ooj(i).36oc(m. • v.;v 

Thu proumulu to (lie propoeed ' ’ 
rcguialions doaciibed Ine uoveiopmonl 
of (ho general provisions and (he 
proposed regulations clneslfying dentul - 
devices and the ocUvitioe of.Ihe UiObil 
Device Suction of the Ophlhulmlc. f^x«. 
Noso, and Throul: umi Oonlat Di**..‘Cv. 
Ihmel, now the Duiilnl Devlcer Put'A'l 
(the Panel), an FDA udvioory coiiu/uUuu 
thot makes rbComineadaUonj l-'DA . 
concerning the d.issdjcutton of uetttal 
devices. FIJ.A jjrovixiuJ - pb..i..u ; • 
days, iiiler exluKviod to 90 days (March " 



■ bocomOH iow, thoro would bo only Iwo 
calcgorics of devices: class I {general 
controls) and class II (premarkei 
. u^rova). curronlly class III). Class il 
devices would be redeslgnaled os ciuss 1 

• ‘ devices. Because the proposed 

legislation contains transUionul 
provisions that convert classifications 
(utder the current low to classifications 
' under ihe proposed low, FDA is' 
continuing to issue classification rules 
under the current low.'- . . 

B. FDA's Priorilios for Establishing 
Purformunca Standards 
In the Fudoroi Rogister of Oclubcr 23, 
lOQQ (SO PH 43000). FDA published a 
. noHco. ’*l‘olicy Stulainanl: Ciuss 111 
Medical Devices," announcing ltB_Dulic.y 
for sottin g priori I l ea for inUlaling 
hroce^rngs to e^ebjls h psrfornia,^ ^ ^ 

Into ctflsfl H. Under I ho amendme nlT 
f U'A 18 regulrod to astabllsh 
periorman ce standards lor class II 

devFces. Anit li llm&rhoweyfi tJiUA.- .y, 

does not huvel ^ resour cea io-fi alaldish 
pcrformunce s lun dard rfor^tjhtL.. 

• d e^ces'^lready cluseiried TorJi dott. 

■ ^assifiad) in ejass iLUnder jhe 

amendments, i^Da ts^ueln^he 
reg uiatory conirois Qt ciasa rog u lote 
TdovIcTcIassifiod into clasa tl unlli.u. 
periorman ea standard Ib oBtabiisI 

if^V *hn nolleo 
ivo PDA unnuunoud ii wilt ooneidur 
Ihe following factors whan sotting 
priorities for establishing pcrformonco 
alandords for class II devicos: 
a. The sertouBneas of q u est ions 
cnocornln g the safot y and affucllvonos s 
ui n«c dVvTcc; the rfsKS asaootmod with 
~ uae oHho device: Ih^ slgntHcance m u 
Tfevlco tp Uto pub i lc health: an^7 he^ 
present and prol octed u se drTHolIo~vlcc: 

• -b. ITie fftciimnlnn7lSlinnx .o LFnA 'a~ 
advisory commiuoca; V 
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■' ■ c. TKo Impact of an H}Agutdel{no or 
’'.iVrecdnimoH'dStlon; ‘ 

d. *n>e en’ect of a Federal standard or 
' - other regulatory controls undor an 
, authority other than the act; ' 

' e. Hie impact of voluntary eiandards; 

- f. The impact of /activities authorized ' 
- ' under thegeneral controls provisions of 
the act; . ' - 

g. The effect of dissemination of 
--Information and education efforts: 

h. The sulTidency of voluntary 
corrective actions; , 

I. Valid, scientinc evidence develope d- 
alncc ctasSlltcotloni- ! ' 

^ The^xlstence ota petition for 
^ reclasaincatlon! . . ■ 

~ k. Th^ Impact of npy other factora that 
affect a (leyiccis safely or effectiveness. 

. C. changes In the Name of the Dental 
,> Device Advisory Coramittea 

FDA has periodically reor^nlzed its 
advison/ panels for device 

• classincalion. Most recently, on April 
-• 14, 1SB4, FDA eeiabllshed the Deiital - 

; . •DBvlcB»T^nfroni 5elgT ^744ft Aprll_2i ^ 
pfl4). Thanew panel perfom flJbfliaama 
fim clions withreiPBd to dc nialjlovlCBs 
as did its oredeoeseora. the Peni al • • 
Device Classincallon Mnai (187(1-1970) 
and the Ophthalmic; Bar, Nose, and ' - 
Throat; and Dental Devices Panel {107(^* 
10G4J. Oecause of sovefal changes In the 
membership of tHa* advisory commUl ea 
fnr flHnla;~3avices llmt dccui^dLa ftcr 
the committee had made its J , 
clessitlcallon recommenOationi, during 
J^iy ItW l. FDA reTOesied the comnUti^ 
to review Hi original classtflcalion 
, reconOTandalio^sJ : Tha yw committaft 

• . reafllrmadall hut two of the old, ' 
commlilee’s recommendatlons^fs eo 

^ barnaranhs n and f3 of mis pr^mblo . 

^ Sr tna change!); , . •, . ‘ • , - 

' Grouping orsimltar Dev(ce»>« 
Withdrawal of 67 Deatal Proposed 
Regulalloas Oecause of Ol^arent 
Grouping , ; 

. In this final rule, FDA has grouped 

• iogeiher similar devloos, thereby 
reducing the numberof separate dental 
device classifications, FOA issued . 
proposals on ISS devices and Is issuing 
final classincaliona now on.llO devices. 

• with 10 additional classifications 
piannodintbefulure.''' 

PDA has now grouped 00 dental 
devices that were the subjects of FDA's 
proposals as sapareta genorio types of 



devices Into 22 generic types ofdovicGS, 
thus eliminating the need for 67 final 
ciasalficaHons. Elsewhere in this issue 
' of the Federal Re^ster. FDA is 
withdrawing the 07 proposed denial 
device olassiRcatton regulations that 
now era unnscossary duo to tho new 
grouping of dental devices. Die 
remaining 00 generic typos of devices 
tliot were the subjects of proposals ore 
unaffected by lhie regrouping. Dio term 
“generic type of dovlce" Is defined in 21 
CFR 000.3(1). Dental devices that are ' 
grouped into one Mneric type of device 
do not differ signincanily In purpose, . 
design, materials, energy source, . 
funcHoii, or any other feature relnicd to 
safety or cffocUvcncsa. Consequently, 

/ similar regulatory conlrolo are 
appropriate to provide reasonable 

assurance of the safely and'j 

effeclivenoss of these devices. FDA has 
made approprioto changes in the " 
• Identlfinatior. of each device being ' ' ' 

' grouped In order to Identify more 
eccuroieiy tha generic typo of dovlce. 

The devices being grouped differently 
from the proposals ara IdonUned In this, 
preamble below under “F. LIST OP 
DENTAL DEVICES." Each generic type 
of dental device Is Idenlined with both- : 
Ihe docket number Of numbers usod for. 
that device In the proposed regulations ‘ 
and the socilon number of the Code of,,". 
Fedoral.RdguiaUons at which Its 
cloasincatlon is being codlflod, A devlep 
list ed In the “Us t of PentHl Dovi ceg.'* 

'that Is not iJcntinetTwnira' scut ipn. 
number Is be ing gr ouped tnio the gonerl 
lype of devtca winTe eectton number '* ' 

. ifsied dlreotiy belorell , (Thuti for 
ix&mp\tiOoiaoa»ed.alhyford!nlcoJ \ 
uso and Precious' rntto! alloy for clMcal 
use oro being grouped into the generic . 

o{ device Cold based alloys and 
precious metal al/oys for clinical use 
(5 872.3000)),. , , 

The new grouping of dentai devices 
results In 116 generic types of denial 
devlcos (165 proposals minus 07 
unnecessary proposals). FDA Is 
postponina for now Hs final 
claBalfic ptlons of 



proposals that ere being classinod in 
this rule Is 106. 

Also, in this final rule, FDA is ... 
codifying the classificaiions of two 
devices that, under appUCabla statutory 
procoduros, naed.not have boen sub|ooiB 
'of proposed ciassiflcatlon ruias (soe the 
, dlscusaions under "K. -CODIFICATION 
OF.TWO DEVICES NOT SUDjECTS OF 
DENTAL PROPOSED REGULADONS 'J. 
With these two nddilionai - 
dassincatlons. inthiiruleiDAis - - 
„ classifying 110 genorio types of dental 
dovices. .'j, 

E. Denial Dovicos obi Being Classlflod at 
,,ThisDnie ...•yj,-.- • 

FDA is postponing classiflcatioh of ' 
the following 10 generic typos of denial 
devices In order Id revlaiy addlUbhal | 
data on electrical safdfy. PpA li ..; , 

considering reproposlngjl^sa devices 
' foh claSsiflcatibii into class J. Because of 
Ihb grouping of similar dental device* ns 
described above,, the 10 generic types of 
devices encompass davioea that wore 
. llio subjeolB of ZOproposod regulations. 
The following is a list of -the lOgenCrlc) 

• types of dental devices that irfe not • ' 

- being oiassifiod in this Rnhl (ule: 

' Mechanical dbniura cl«;ianer | -ir i 

'Dentbi handplece.andaccassbrIoB - 
Dental. chairwlth.or withoutiopcrnlivc 
unit;,..*' •' 

Oral irrigation uniHv^-jf...) ( i ' 
Dental oporativa-unlt-and aepcsSoHoS ' 

' Powerod'toothbursh ■ ‘ "* 



, Freamhla. *'E. DENTAL DEVICES NOT 
DEINO OI/.\5SIFIBD AT THIS TIME"). 

- T> number of generic types of 

don;.il devices based on tha 1600 



* Heat souroa for bleoclilng teeth > 
\'.Bolllng wolorstcrillJior;' | . •• , 

' F. List of Denial DavloM '7 ; 

The list below shows, forloach dental 
' ' device, tho section of the Cpde.or.r v- 
Federal Raguiolions at which the-. 
classinoalion of that device la being 
oodifled (or will be codined). Iho docket 
number or number* of any]’ j ' 
corresponding proposed clBsalficailon 
regulation, and the final clBaslflcatlon of 
the device.. . , ! ' 

Tho list includes the iO gonoric typos . 
. ;of denial devices for which fjnal - - 

cioasincation le being poatpbnocl. For 
onch of these lOdevloes. the ■ooUon' 
number of tha Coda of Federal . 
noguialfons Is in parehlhosai, the ndmo 
■ of Ihe device is (dentiiled with footnote 
and no final classincetion is .. 
provided. . • • ; • - 





' Deviea 


Docket No. 


’ Class ;• 


872.1600 

67^1720 

072.1730 


SUBPART B^DlSOMOSTIC DEVICES . . • ’ 

Qint^a! fluid 


78N-2031 
.. 78N-^834 


i- 


Electrode get lor pulp teaiw 


7BN-^6 
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■'pt'Seciicii;; 






iMmm 










• ! 072,1800 




70N-283e 


II..,.. 










'•87ZJ820 


Dental X-ray axpoaure allQnment devica 


7eN-2038 


1 . 










•, 872.1840 
■■■‘'e72;tB60 






II 




78N-2841 


II 




78N-2B42 


1 •' 




• • • Subpart D—PRosTHenc DEvicES 






— 872.3050 




78N-284: 






78N-2B44 


1! 




Gold based alloy (of clinical iwe — 


7BN-2844 






(^eckxts motal alloy (or clinical use - — 












. (872.3100) 


AC-powofsd denial amstgamalor • - - ^ ■ 


7aN-2847 




: 8724J10 










78N-2649 


1 , 






70N-3O24 


1 


872.3160 


Artlculaiof «... 


78N-2860 


1 


•'•872.9165^' 


Precision allachmenl — — 


78N-2e5i 

78N-2852 




.. -.^f} 




ii . 


. 872.3200 , 


Healn toolh bondino agent .....r. 




.• ,872.3220 


Facobow 






87232<<0 

^‘-872.3260 








Ciy^um hydroJdde cavity Snflf.„ — — 


78N-2858 
78M-2857 
76N-2658 
78N-2658 
' 78N'2813 


H — * 

It 

1. II — • 


872.32601 
r 872.3276, 


Denial cement............ 


Dental cement...;...-. 








78N-2858 


1 • • ‘ 






7BN>2B59 








. 76N>2660 




-‘872.3300 


HydropliUic resin coating (or denlures - 


76N-2B61 


tl , 


872.3310 


Crating matedal (or tasln (illlngs - 


















•• 


872.3360 , 


f^elormod ■. — — — - 


7aN-2885 


'1 • ' : 

I.IH 


872.3400 


Karaya and aodlum borala witti or witboul acacia dentua fkdhesive....:- 




,f. ....... 


Karaya witti sodium borate denture adhesive.......-...-.-...-..—......—.- - 1 - 


78N<2873 




.87?.5«0, 


Ethane oslde homopolymer and/or cartxjKytnethylcetkiloM sodium denture adhesive 


76N-2867. 


1 


CarboxymelhytcelMoae sodium (40 (o 100%) denture edttealve...— - 








CarboxymelhylcettiSou aodlum (32%) and othylena oxkte homopolymer (13%) deniura adliealve.. 


78N-2eee 


j 




Carboxymeth^celtUose aodtum (48%) and ethylene oxide tiomopolyiner (21 %} deniura adhealve.. 


78N-2870 


IH '• 


.:872.342Q- 


Carbox^thylcelluiose sodium and cationic polyacrytamide potymer denture adhesive..— 




872,3^60^ 


Ethylane oidde honxipolymer fnd/or karaya denture adhesive - - — 


. 78N-2671 


1, ■ . .- 










Karaya and ethylene oxide homopolymer denture adhesive 


78N-2B72 


ill ■ ‘ ‘ ; 


872:3480 


Potyacryfamk/o polymer (modllled cationic) demure adhesive. - 


■ 78M-8874 




Qaiboxymeihyicellulose sodium and/or potyvlnyimelbyloiher maleic acid caldunvsodium double 


78N>2875 




salt denture adhesive. 




1 • • ' 




Polyvinylmeihylelher maleic add caldum-sodium double salt demure adhesive - 


78N-2976 






*D^n^meih^iher maieic ackl caldum-sodium double salt and carboxymeihylceltuioBe sodium 


78N-2877 




' dehture adhesive. ' 






■ S7Zfj»^l> 


’otyvlnylmethytelher maleic anhydride (PVM-MA), acid copolymer, and ca/boxymethylceltuloM 


78N-2876 


»• 


aodlum (NACMC) denture adhealve. 






‘ B7^3^>: 








(072.38307 ; 


Sochanlcal denture clocnor *iU — 


•76N-2879 








■!" 






















,87Z367a. 


DTO denlue repair hit — ... . 


78N-2883 

7et4-«ee4 


II 


87Z35W. 


















1 i 






















7BN-2B89 


' 1 


'87Z3660 r 


mpreeskiri'rnatef48r..i-i.— i— — 


78N-2890- 
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SicBoit; 


.t . 'Dovk» 


Docket Na 


- Class 










672.3660 


Pol)^tfBlluoroeOiyfene (PTFE) yltiwu3 ca/boo.matorial...— - 


.. 70N-2092 


' It 
























j' • . , 1 ■ 








f ■ 










072.3760 


Oanturo relintng, repairing, or rebaslng resin. 


. 78N-2900 


H 










872.3010 










. . 7BN-2005 


lUH. ! 






. . 78N-2906 








70N-2OO7 


J r^.. ■ 


872.3060 




76N-2908 


• .'.i . • 




, 78N-2900 


1, 






' 7BN-29I0 




072.3910 

072.3920 

872.3930 


I Backing and lacing lor an artWlclal lootti ...: - 




7eN-M11 

:78N-2912 


J •- • I,.- 

It ; 


Tl II 1 h to ' n tni fnr rf*n‘n' 




Hl» ■ 


' SUOPART e— SunOHJAI. DEvtcas 


78N-2015 


■•pv;; 

:l|-.| u,..- , 






76N-29I6 




. r 




78N-2817 








7814-2820- 








78N-2941 








78M-2910 




(672.4200) 




70N-2910 i 










i * • 




.. 70N-2S1O 


; , 






'70N-2O21' 


.f • • 


’ 'Ki. ‘ '* 1 




70N-2822 






j RmI eontrodar for han<4>ioce......_ — 




■ : 78N-2823 










072.4475 


Sprli^iwwer^ i«t (n|oclor — ~L — . 


‘ 70N-292O 




' 872.4535 


Dental dUmond instrument...-., — 


70N-2031 


lifij:' . . : ' 






. 7QN-2931 








'70N-3O27 


.. .V »>.l 






78N-2914 




















"li 


DOTtal depth gauge Instrument.- 


78N-2920 




" . -■'i . 






■ 1 . ( •.'» . . 


■ rr ■ 


Surgical «*aue adaeors..-.'..... - — . 




. 70N-2M6 




'.1 •, ■< 














!l ! ' .1 ' ‘ 






i i :■ 'V , 
















T • • • • ■ 




Forceps fof.ariiculatioo pa^ - 


••-.••'•—-I 


, 7014-2900 


••V ' ' 
































1 • ’ .. 






ft i • 






























..■70N-2O84 ■ 




.872.4630', 


Oientai operating llghi — - — — 


7014-2635 1 


;Ji 1. ' 




Surglcai heatttght — 




7014-2830^ .. 
78N-2937 1 




872.4760 1 


Bor» plate — 


■ 


. 7eN-8630- 4 
7814-2042 1 




872.4850 ■ i 


[^trasonlc scaler ;. : — — 


' 


-70N-2043' f 


1 
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, •• 87^.48dp) )ntraoua<H>* H*allon acfow ot wire ....... 

, ' 7 intraoBR«ou8 fixation icrew 

V. inifaMSoouB faaiion wiro 

■ 872.40ZP' 0^l«l ¥tecuo#uiolc8l....,......;.....;.._.„ 

^ . .SUBPAHT F— THeHAPCTICOeVK^S • 

672.M]0- Orthodontic appliance and accossortos...: ; 

' : ‘ fVefprmed orthodontic band 

'• OrthodOTtic olaslic band..... 

Orthodontic band maleriai ; - 

Orthodontic metal bracket 

' Orthodontic wire clamp 

Preformed orthodontic space maintainor — — ,. 

, . Orthodontic expar»ion screw retainer. — 

• - ,V jj, i Orthodontic spring .............. 

.. . Orthodontic tube....... 

7'" ; ■' .. Orthodontic wdre, '.. - - 

e72.M70'i (Mhodonlic plastic tvackai - - 

876.S&00 • ExtrttoraJ orthodontic headgear — 

872.6525f Ihelormod tooth positioner (ptoposod as 9 fl7Z.6575)..~.... 

■ ,872.5660 ■ Toethinflring.....;.; 

1.7- BuBPArtT Q—MlSCeiUNEOUS Devices 

' 872.6010 Abrasive device and accossotlea — ................w- 

• -.V V Abrasive disk.... - 

. V ’u’.7s"C Gyard lor an abraeivo disk 

. ; UT.l' Abrasive poini : - — . — 

“i , ' Polishing agent slr4>-.->iH..... 

, PoUshlng wheel — .. — 

072.6030 Oral cavity abrastve polishing agent - 

872.6060, Saliva absorber ...'. — .... 

■; Papof tailva abater........... - 

■,i . '•* Cotton reti. — — — 

872.6070:' Ulbayidet acUvaior lor polymerizaOon... ^ 

! 872.6080 AWvu3h„....i.-.; 1 ; 

. 872.6100. Anesthetic warmer 

■ B72.6M0 Ai^iouietlon paper — 

|•^■872.p^00■^. .Baae.iHateeheliap - — — 

'■ W7i6260) t^tal.'chak' letlh or without opof fi]ive unit • 

' OwiigI chair .vfiih operative upil,...i 

‘ : :X 'DeriW.'chaJif.'vnthoul bpor gllva unit 

\] $72^2W: • fhophy|a!di av...... .....-...-.....-...'..........I...... 

872.6300' 'Bt2>ber dam'artd sccessorfes.i..:...'. 

Rut^dami 

‘ Rubber dam clan^ 

Rubber dam frame.. 

; ’ Forcrw fgir « rubber dam clamp 

872.63501 Uttravioiet defector 

. 872.6380 .oeniaf fjow:.'.- 

(072.8476) Hast soofca for bleaching teeth «.. - - ...... 

(872.6510) Oral IrH^llon unit 

' 872.65701 Impression tube 

(87jL6Mp) Oanta/ operative unit and accesaories ' - 

Oabtal.op^gtfve unit 

/ .i: ,9aPva elector mouthpiece.;,;.., - 

!;:■ i’" 1 Oral ca«ty'ev8cuator i 

•^'.’.1, . Soittioo'oiperptlve'unfl...'...-..v.,..; 

' ”f Alr.or'walw'ayrtngeunil 

tl872.66M(' Maweglng'i^ or Op (orbral'hygleoe:;..'..........;.......:..,;;...^.....;:.;.;.....: 

B-lninv:.-’’-!- M4saagln0'p*ck-..'...,-....T..',....;.A.-.;....r. 

w Rt8>ber tip fgr oral hygiene.....;.; 

f 672.6^; Ponaipki p<^i^.lor cHhfea(.us« .... — 



' ' 7BN-2948 II 
76N-2946 
7BN-2948 
.78N-2B47 H 

78N-2951 I 
76N-205I 
70N-295O ; 

7BN-2953 
' 78N-2958 ’ 
78N-2869 
•. 70N-2eei 
70N-28S3 

• 70N-20B4 
78N-20O8 i 

7BN-2068 

; 78N-2957 it 

u. • '78N-2960 H ' 

■ 76N-3025 I- ' 

; 70N-.29e5 !, l| ' 

;. 70N-29GO 1 

78N-2969 

; 70N-2993 

; 78N-2970 

78N-2972 ' 

- ' 78N-2973 •' ' 

; ' -raN-za/i i. 

78N-2974 I . 

; ■ ’ 78N-2074 

' - 76N-2982 - , 

i.; - 78NA2B75 H 

- 70N-2978 III i 

..........li, • 70N-2977 I 

'.78N-2978 I- , 

• 78N-2979 I 

78N-29B0 ' - 

;78N-29e0 

. 78N-2881 

.78N-2983 h '• 

; ,T 78N-2964 I . 

, •78N-2984 ,j ' 

,70N-2985 

..„.,„.78N-2B88 

„78N-2B92 . !' 

7eNr2967 ii j 

........ , 7aN-2808 I ! 

. 78N-2994 . ' 

78N-2998 ■ 

,7eN.2e99 I. : ■ 

‘76N-3002 .... ) 

V 78N-3002, ' ; 

i 78N-300I 

'76^-2988 ,v 

' 70N-3003 ; ■■ 

;^'78N-30i2' . ; 

78N-3004 ) 



' 872.8500:, Poreetptn P9wdw.lor cHnifta(.us« — 

;(872.6710) BofilMwalw-atorVtter*.!..:..,,,;.-.....;; 

'872.6730: ErjiJodonUc'dty heel sleriteer,.A ......... 

■872.6770 Cartridge eyrlnge?. 

872.8856 Manual toothbrush 

(B72.088S) Powered toothbrush • a. 

872.6870 Oisposabio fktorlde trey _...a — ;... 

'872.6880' Preformed Impression lray....>... 

' 672.689P>. fntraor^ dental wax 

' > Not prc^wsed; cfasslflcatlpn resirits from pDA’s decision on a lectsssilkialiort petition. 

• * CissslOcatkm poeiponed. 

:> * Not propoeed; suiulory'c^aasiflcatkia. * . 



■ 7eN-3004 
.. '7BN-3018 
; 7BN-000S 
^ 7SN-30O6 
. 7BN-300B , 
. C787M011, 

; " 78N-3014 
• • 78N-3019 
•'78N-«020 
. ' 78N-302r 
. ■ ' 7BM.'^022 
"76N-3023 
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' "G. Cbajig«iiinClat(ine 8 tion»-‘J . ' ;-n'> 

‘"BaiiedTon the cQmfff&nirrec«|ved an’d^ 

' -on addHlbnai considerftUon of all ^ 
’/ 'infoVtnaliorfbefofe'lhe a^iinoy.^PDA lida ; 

■ pUotfd ileVorardsvieal Ih diffofent 

ctaii0|i-fn>d)<h9ifed>igih8ll}rp^opo»od. 

• ■ FDA'I foaldni for adopling , ' j 
> bUaiiincaUonB for theie'd^VtcoB (hat 
' differ fh>m the pt-opoBfiU art provided In 
IhU preamble' In the iedlion lh4t folldwa.'. 

believes that II is hpl necessary to 
Issuea bew proposal cohocntlng these 
' decUlonsi The purpose of publishing a 

S al and sollcHIng commohts Is to . 

•Ihb agency to deforming whether 
' Its proposed classification of O'device . - . 
Was correct. After reviewing the ■ - ■ 

• bommerits iiubtnlticd oh a proposal, the 
agency may be persuaded that its -• •• 

proposed cUssificelion is Incorrect. ■ ' 
Pecsons.lhloresicd in the classification • • 
' process should therefore antlclpaie that 

in a Hnat regulation a device m'ay be - • 
placedJn a class different from' the ohb • 
originally proposed. ITifs possibili ty was 
. apofllflcally Identified In the proposed ' ‘ 
gbnerd! regulation oh dental ddvlcos . • 
(see 45 ^ 85904). In addition, aiahy of ^ ' 
the final classtflcailons' that differ from 
FDA ^s proposed classifications are ‘ : ‘ 

nmsisiantjwith iherecommendatiorit Of' ^ 
the. i*ahel^.^es<t:Wcomm«ndtUont Were ♦ 
pubiiahed (n the preambles to the - • - ' ^ . 

. proposed mles and thus foreitedOWcd 
Ihechanges novv. being mado; Persons'. ‘ 'i 
• vvhbdi8agrfle'wHb thB'fihBr‘‘‘“! ‘'f 
clastlfic'aliOh'Of'’a.do^iae they patlUbh^' 

. for reelafilficatton ofthe devioe bndar‘ 
Subport C of, Part 800(21 CFRf»4tl,^). 
II.'Sui«m8ryiDrGommanfs on : 
Classlflcations and FDA's Rosponses 
’ ■^o bishify. this final nj.la and save ^ 
priming costs. FtjAls responding onefi 
to c'ommohli that apply; to more than ■ - • 

• one dental'devicp. In-such cases, FDA's- 
rosponSbidentifles the dsvicet' to which - 
the comment end response apply.' 

'1. Many^oomnfenlsontheprppoied . • 
r«(|U!dtibna requested that FDA classify 
each tienial-doVlce'lhio''the cleks.. V-;- 
Vecominonded by the Pane!?''- i " ' 

FDA's final classificatlbn rule , ' ■ 

■accomplishes many, bafnoi oil, 'of the -1 

changes desfred by these general ' 

comments. Of the .183 devices that were-* . 
Hie sub}ects-of the proposed ropieUnns^ 'y 
FDA proposed'td ciassKy-lOO devices •' 
(58 percent} Into the cleis-recommended ' ' 
bythePaneh'Taking lntO'accovinttho ' 
Panel's leter cha'iigc*ln-trii 
rebommdndaUoni',9ti'twO-devicoB (see 
paragraphs 11 end 13 of this preamble} 
and omitting the ^0 finol plasstncetions 
which are being postponed, In this final 
rule FDA Is classifying about 89 perceni 
of the devices Into the class • ; ;.v 
recommended by Ihc Panel. FDA Is _ ; 



< makih^ available (Ref.'12} th tie Docket d 
• Management Drench (address below) a )|-. 
detalledniatrixthatshorWsforeach' 
.*.'deVlceh6W the panel’s v..‘" 

, roeornmondeiioris .Compare to FDA's.^^'- - 
proposed and final’iciaeeincBtloni.-- k -< • 
2 .-MahycominMisr 0 quo 8 iod that ' ' 

FDAclaseify-ihto'niaee (nioet ofthe 124 » 
de.ntel deWoes'lhat PDA proposed to i 
classify Info die’e II;'- ; ' 

FDA agree! In part and disagree! m‘ f 
port with'the comm.ahts. For many of tho 
77 devlcoa that the Panel recothniended ■ 
be plafced.tn dd'si I but which FDA 
propos 'a daeslfy; Into class II. FDA •< 
now agrees! thal the correct class is class 

I. Accordingly/ In the flnarriile tho ; 

, agency Is classifying miiriy Of these . ‘ 
devices Into class I. However, tho Panel - 
recommended and FDA proposed that • 

47 dental devices be clnsslfiod into class 

II. For many, of these 47 devices. FDA 

disngreos'wlth the comments requesting; 
that these dbviccs be placed into class L 

- In the paragraphs boiow. FpA is, ' 

providing its reasons for'ograeing or " V 
disagreeing with these comments >vlth ; ' 

. . respect to specifio devloes. • ' ' r" 

9. In addition }o the comments 
dlioutsed above in paragraphs 1 and - 

■ spccifie-.commenis rathe proposed ■ 

■- regulellods 'bii (He-doVi&s dlacussad . . - 
. below argubdlhof the agency did not ^ , ,»» 
Identify 'eny!eubetonliyo rieka to health ■ 
associated with the devtces.lhat would ' 
{UsUfy clatslfylng^otn Inlb crpse-li. ns . 
...was propoaed by toA-llie section had 

..recommended thal Uiese dovlcesbo v 

classified into efaea L'with lha oxcaptlon ’ 
of the denial diamond instrument ' •- 

’ (5 072-4535) and hand Inatrumont for 
calculus removal (Dooket-No.78N-2027).;- 

- which the section had, recommended be-‘ 

ciossinbd into class 11. ’ ' 

Commor.tseleted'tharihbBgbncy ' ' 

ciied-no adverae-experlehce data or- 1 
complaint data!tb eupporl the proposed 
oiassificaiiohs. The comments reesone'd' ' 
that the devioes should be'clasalfled into 
class I because manufacturere have’ -.v"-- 

- dislflbutod these device# formony years ■ • 
' wllbouMDA co.ilrols and because they 

art safe and effocllvo; PDA'has' ' - 

co?jeidcrCd tljose'commenle tn lha ‘ 

; alasstficatlcn dbolsloue deeorlbed 
. below. 

. On.' Dental x-ray expoiiure alignment 
• dovtco If 872.1020J. ; 

■ FDA now bollevae ihal'tho dental 
ray exposure alignment device, aii 
. accessory to a dontn! x-reV- system. ■ 
should be olassified Into class 1. FDA ' 

proposed to classlfy'lho dbvlCo liiio 
class 11 because of coricero about 
Improper x-ray beam altgnmonl that, in ; 
some instances, tnay cause the operator 
of tho dental x-raysyslem to rbpbol x-^ • 
rays of potloiils. If x-rays hove to bo 



repantod.' Ihd pBlio'ril Would-rbfceibd' ■ '' 
unnecessary radisllom Howbver.'TOA • - 
ndW believes- that thea'bCurdby'oTdehlel 
:jt-’raybdafn'd5ign’rtlfe|it tftfp'bfidiS!ftfoil -‘ ' 
entiroly"on the'sfcills dnhe'OpeWfot of ‘ • 
tho donial x-tay SySteihi and oniy. tf ' 
lihiUdd portion of Hie risk of 
ray beam aligntriont rtiulU from thS; - 
. design ahd functloii of, the dental- A'-'ray •; 
oxpos'ure'allghmiShf devicb; FDA’" • 

bdiieves that It Is dnnecessaiy lo ' 
estoblish pbfformanca Ifbndards for the ' 
dental x-tay expoBUrballgtiiheni device.; 

- beoniiSe'lha essehtla! pdrl|on of the risk 
to heolth of Impfoper’aHgnment of the xi 

! ray beani would nol, be 'slghtlloa'ntly ^ 

rodu’eWd through esfqbllshmdDt of'h^ 
stbhdard foyihd >Qc6d8Qry;d8Vlco.;FpA ; 
believes Ihat.the.gcneral ConlKilsof ‘ ; 
classT olon# Would p'rqyldd rea|ionBblo ' 
assui-ancO of Uie safety and". , 1 . 

effoclivehcss of iho devlce. Accordlngly, 

. FDA.Is clasajfylng.the dental x-rey, - v., 

expoSura.aljgnment device Into cla^s l. 

?b. Dental retractor (Docket No. 7flN-.', 
3D07}j dental rotractpf;8bc.sisyriBS",,,. . 
(Docket No'.' 78N-3668}: and dfentfll.X-i'oy; 
film hdldof (1872.1905).' 

FDA how’bellpves.thal the three . 
dovloss-abo.ve should be.clal|8tno(] into 

■ class I. FDA proposed to classify , these . , 
dovices Into clasl.ll.l)|*Uuw;9f.fio;l<itir^« 
about mlcroblpl cphteminalipn of tqs.-: 

„ reusable d6vtcds'jhahmay^<Wdsi»j;jy-.}. 

• Infections' In potlontV'TDA'now ^ . 

that theeBsenllblrisfcitOheqltfi^m^ 
mlcrobl^’CbnlaniJnftUp'n of thes# ; .’i,; 

!• reusable davicas W cphli^lled by.ihs, • i ; 
sklH an'd opnsclonlidusngsiuqf the uspjf . 

ofihes'daovlccslnjttBlnUUniiigtha , 

■ ..cloanlinbae df-tliq devices and.s.lerlllrtng 

• them b.OtweOh-uaofj ^DA .believes that II. 

Is ranecesseiTi' to eiteVfi*fi;P!*'fon9^-'*®®.' - 

■ slondordefoyfhedevfooe.abo^yeL^ 

' bocauSe-lhe assent, lal-rlsk to, heeltli>.y;; 

- {micrbU8l'conlaminat|onl.wo,uld,n^ 
reduced through «siablishmehtOfn'*'.i.^,-<;^ 
slondards. ITDAbelieves theVU»,f.»:‘r «'■ 
general controls of dais I alone Wwiid -- 
provide reasonoble assurance of- the, -xr: ' 
sofoty andfiffectlveness'of-thesB. 



devices, parlloulerly the contro.U of the-i 
ouitenl good menufacluring practlceM ’ v 
(COMP) regulations In Part-820,1,/ '‘•i!-*' <■' 
-Aocordlhgly. PDA-le classifying -the. •• 

denial TCtraolori*dental-retraotor'i,'.a'J?r.’i'<; , 
acoessorioi. end,thB:dental'^ray.fUm» :> i ■ 

holder Into.cleee ■ 

•.•■3o.Merodry end alloy.dispenser- 
(S B72.30B0) and dental amalgam.eapsula 
[S 872.3110).,,.. I- ■ 

• FDA nOw believes that the mercury ' 
ond alloy dispenser and the.dontal • • •*; > 
omalgarh'CBpauIe should be classified 
Into class I, FDA proppead to claselfy '• 
the devices above into class Jl because’ ' 
of cohcom about theefeoiiracy of,."'-'’’ . 
meoe.urements'pf fttS.lpflala by,fK8^’^l.'.‘’ ' 
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niercuiy 8nd «Moy diipenser, and 
. . coooem {ii(U b!p(ii dovicot mishi Souk . 

' jtw|cua:thaipiayxaUit-tflaUg j:flflfitidua> 
fDA now boUavog that the t>ak to hcotth 




.manu/actufora' odhoronce to the CGMl’ • 
rqgulaiionB for thesa dovicas'would 
control iKo potential for loukngo of 
mercury from Um devices tlial could 
pose a risk to health of donial 
pracUlionsrs. (Soe uUo paragraph S for u 
dfscuseUm of ciasfUlcation of denial 
mercury.) Thus, FDA now bullevos that 
- ’it'iruinnqcBisaiy to eatabllsh 
perfurmpnee standards for the two 
‘devices, bacouso tha devices present a 
low risk to health of pudentB. and those 
risks' would not be slgnlflcanUy reduced 
through oslkbllslunent of such 

'8tsn#rdB.H)A bclIovoB that the 
gene'fal'controls of class I alone would 
provide rcesohsble assurance of the . 
'■sefely and offecllveaoss of the two • ! 

'devices, particularly the controls of the 
C^MP regulations In Part 820.- • ' ‘ ' ' ■ 

. ■ Accbr^Ingly.FDAlsclassIfylngtho ' 

• " mercury ^d alloy dispenser and the 

>;.ama!gam enpsuie Intoclasa I. ■ . : 

.?3d;mtfdoral donlal drill (8‘fl72.<i|30) ‘ 
r'and dental diantodd Instniroent 

'•'** -FOAnow bciluVus that the Intraorul 
’denfaf drill and the dental diamond 
t Instrument should be classified Into 
~'^ 088 1. PDA proposed to classify the 
devices into cins II because of concerns 
;»'s.ttou) Ihe'stronsih and hardness of iho 
" Inlraoral dental drill and the possibility 
orinsdequete abrasive properties of the 
> deh(ai diamond insiremeni. Both 
' devices are intended to cut human teeth. 

' PDA now behoves that minimal risk to 
' the health' of patients wotdd result, if the 
inlraoral dental drill were to lack ' 
strength and hardness or If the dental 
(llomond Instrument were to lack oertain 
abrasive properties. FDA also beliovss 

* that these risks to health would be 

. cbnlrollad Ibrmigh the general controls 
of class !, perticuJarly manufacturers' 
adherence to.the CCMPregulutiurK in 
. Part 02 Qi‘FDA now believes that ie is 
unneoeseery to establish performance 
. stondsrds for the devioes. FDA believes 
- ' that the general conlrois of dess ! alona 
would provide reasonable assurance of 
' ~the safety and effectiveness of (he 
devices. Accordingly. PDA ie classifying 
the intruoral dental drill end Iho Jeolui 
' dlumond tnsirutMni into class L 
3e; Hand instrument for calculus 
rhmovai (Docket No. 78H-2927). 

FDA now believes that the bund 
' instrurapnlYorcnlculus removol should 



be dasslfled Into.idass I. FDA prepoaud 
to (duasify Uie device into class U 
because of coooem that Improper deaigo 
of die device inlghi cause unnecossory 
' trauma iQ flom tissue and coocem that 
iQckofbiocompaUbmiy.jpf.(h«deyica... .... 

might cause adverao tissue roections. 

(FDA is cUacusaiog the latter concern In 
puragraph Sf.. below.) FDA auw buUevas 
(hut mmimal risk to healtb would result, 
if this hand-held device were to have an 
improper duslgn. The device is intuuUad 
fur USB by duniul Imallh professionals 
experienced in Its use. Trauma to a 
putioiit's gums from use of the device Is 
ossontlally controlled by Uie akills of tha 
professional using M. and the device 
itself would rorety, if ever, be 
responsible for unnocsaeary giua 
trauma, Titus, FDA believes that it is 
unnecossory iooslabUsh peiformanca 
slundords lo control the dsaign of the 
device, because the essential portion pf 
(ha risk lo healtb uf unnecessary gum 
trauma would not bo raduced through 
establishment of standards foe iho 
device. FOA believes thul the general 
controls of class 1 alona would provide 
reasonable assurance of the pa&ty and 
effectiveness of tha hand loslnuztant for 
calculus rotnovaL Accordingly, FDA is 
classifying Ibo'dowice into class h 
3L FOA now believes that the devices 

listod below should be classified into 
class L FOA proposed to classify the 
devices into cluta II becJiusa of cuiicerns 
about possible bioinconiputibility of the 
devices, rosuhliig in adverao liesue 
reuctions. Howaver, FDA now bclloves 
Ihut in lUUU. when it proposed to classify 
these devices, the ogency assigned to 
the devices a higitcr level of risk of 
bloincouipetibllUy than was jusUfied by 
the yours of expurience of dentists and 
pQttunis with these devices. 

Thus. FDA now believes thel it is 
unnucesaury to establish perfoiroanec 
standards for the devices listed below to 
eonlrol the risk of bioituompsUbiliiy. 
bscouse FDA believes that these 
devices present only odnimal risks of 
btolnoumpalibUily end ihet those 
minimal risks would not bo signlflcanUy 
reduced through estsbllshine 
pcrfomiunce stenderds for Inoso devices 
due lo Iho Idiosyncratic nature of 
Individual seosiliviUes. FDA believes 
that the general controls of class 1 would 
provide reasonable assurence of the 
safely and effectiveness of (he devices, 

Thu labeling uf a dovka that causes 
BonsiUvity reactions in tome individuals 
should be BO labeled, to be in 
compHnnee wiUt the misbranding 
provisions (21 U.S.C. 3S2) of tho gtawral 
controls of the ocl. Accordingly. FDA is 
classifying the devices listod buluw in 
class i. . 



B72.3520 

072.3830 

672.3040 

072.3860 

072.4565 



Devioe/Docaaf No. 



Eheuodo gol to< pulp *e«Wr. 
Ethyteno oxtdo homopotyr 
and/or carboxymetbyiceiM' 
sodium daniufs adhoeWe. 
CarbOMyrneUiytcelluiosa sodi 
(40 lo 100%) donlura adhes 
(Dockot No. 78N-2667). , 
Carboxymeihytceiluioso soci 

(32%) and ethyteno o»We 
mopolymof (13%) donfore 
heeitfs (Oockot No. 78N-20(i 
Cafboxywemytealhjtose sodx 
(48%) snd elhytone oxkJa » 
moptXymef (21%) doouae » 
hoeive (Docfcol Na 78H-207 
Elhylona oxide homopolyn 
and/or kataya doraura adJ 
sive. 

Karayra denlure adheaivo fOoc* 
No. 78N-2871). 

Karaya and ethytooe oxkJe hntn 
poiymef denture adhos> 
(Dockol NO. 7BM-2872). 
CcvboxymetbylcsUuioae *odk, 
tncUof poiyvtnytmemytovh 
matoio acid calourrv-sottiu 
douNs salt denture adbasiv 
PotyvinytroeUiytether maioic ac 
caiciunvBodiure doublo 8i 
donbifB adhesiva pocket N 
78N-2875J. 

Polyvirtytmethylathof mateic aci 
catcfe«M»diom double *a» cw 
boxymath^ceiMose sodiur 
denlura adbaeive pocket N< 
78N-2877). 

OTC donturo cioanaor. 

Endodontic paper point. 
EiKlodontic silver point. 

Guita parcha. 

Dental hand insbument. 
Endodontic broach (Docket N< | 
7aN-3027h 

Endodontic pulp canal 
(Docket No. 7BN-3025). 

Surgical Ussue scissors (Oocko 
No. 78N-2851). 

Orthodontic applleoces accosso 
rtes. 

Pfelovmed onhodorOc b«n> 
(Dorset No. 78N-286t). 
OrthodonBs eiastie band {Doch< 
No. 78N-<2960}. 

Onhodonlle band maloria | 
(Oockel No. 78N-2M3). 
Orthodoniic metai bracko j 
(Docket No. 78N-a05a). 
Ofirrodonlic wire clamp (Oockc 
No. 7BN-2959I. 

Prelormed orthodontic spact i 
msiniairter (Docket No. 78N- 
2861). 

(3rthodorvie expansion screw r 
lainer (Docket No. 70N-2fl63) 
Orthodontic spring (Docket No 
78N<2S64>. 

Orthodontic lube (Docket No 
70N-2966). 

Orthodontic wh-a (Docket 
78N'2968). 

Pretormed tooth posltlonor. 




173 



~jF«deral R«ijl»let / VoL No. ISS' /■^mdnalld^y,, August lZ,«lBfl7;'/vRulo3 ami Regulnllona 300Bi 



‘'•’’dbctkJh ‘ • 


1 'Oevicb'/Oocke'i No. 




Abrasive device and nccessofioS.- 
AbfiStve disk' (Docket No. 7BN- 
• 2869); ^ 

Abrashro pWW (Docket No. 78N- 
■ 2870). 

PoiisNng agent strip (Docket No. 
78N-2972).- . ! 

Oral cavity abrasive polishing 
.agent . 

Base plait® shellac. ' 


\072.W3O, 


' '072.0200 ■ 



' FDA advise* thaMho dovicoa lls(cd 
^abovB »hal areidenJiflod by u common 
dockol number hove boon grouped. Soo 
(ho InformaUon under (ho heading "D. 
"Grouping of Similar Dovicoa-^ 
WKlidroWa! of 87 Denial Proposed 
RbgulaKons Dccauso ofDIfforent 
‘.Grouplng,"’eaHler In thUproainblo. 

" 4: Zlni oxido eugonol; Dockol No. 

' 70N-29lS: proposed class 11; 9 072.3Z7S; 
denial cameni;. proposed class II. Many 
comments recommended Uial zinc oxido 
■'oogeriol be classified Iri.lp class I 
. because it has boon used for a long time 
without any problems. . ... 

4a. Zinc oxide eugonol. FDA now 
' believes Ihot zinc oxido eugonol should ~ 

- be classlhed Into class I. FDA proposed 
to classify (he device Into class II 
becoDse of concerns about possible .. 

- biblncemputlbllMy of Iho dovico , 

' resulting in adverse tissue reactions. 

• Fiowevori FDA now bolievos that in 

*' 1880.' when it proposed lo cloasify the 

• device, the agency assigned to the , 

' device'a higher level o)f risk of 
! bioincompoUbiilty than was juitifled by 

llie years of experlenca of donllels and 

• patients with the device. Thus. FDA now 
baliavoi ihut It is unn e cessary to 

- establis h g pprfprmoncc JtandafdJoi- 

' z'ihc o xiue euBono Ltoxonlfol tiiejtsk of 
EToTncnmoatlb|Hty. hocauao tb oileKico 

• pmaanlR only mlnlipqt flsk* . 
inStocompalibi'frtv and that these 

niThlma i ri skT would no t bo slpnificanity 

reduMd through establishing a • 
perlormanCd siantanrg ioTIhT il evlco due 
& the Idlosvncralic noluro of ihdivldiinr 
^adivliics , TheTtlblimrof-g-dcvtce — 
1^1 ^^***^* 

) tfnn?iIon« t2i d.Afc. 352ioMhe^n erHl 
CQhlroii of the act. f PA novToeHovoa 
Sy that the ganerol controls of class I aiono 
Would provide reasonable assurence of 
the safely and effectiveness of the - 
device. Accordingly. FDA is cliissifying 
zinc oxide eugenol Inlo class 1. 

-4b. Dental cement. FDA proposed . •- 
that denial cement, including zinc oxide 
eugenoi denial cement, be ciassified Inlo 
class n-because materials used In the •: . 

device should mod a gonernlly acceplcd 



arid saUsfacibry-'level dr ' 
blocanupaUbility. FDA'beli'ovaa that a 
porfornrance alandard is necessary for - 
donlat Comeni other than zinc oxide 
eugonol. because general controls alone 
are insufficient to ctKiirol the risks to . 
heollh prosenied by (his device. The *' 
agency believes that a performance * 
sUindord would provide reasonable ' '' 
assurance of the safely. and 

err-juHyeneaa of denial cement other 
than zinc oxide ougenot. and that . 
sufncicnl InffHmiition is available to’ . 
establish a performance standard for 
dentei cement other than ziheoxide ' 
eugenol.. 

Zinc oxide eugonol was idontinpd In 
two proposed rcgulailtins |9 87Z.30D0. 
Docket No. 7«N-Z01d find 9 072.3275. 
Docket No. 7UN-28S0J. In Ilie final rule., 

' FDA ts ircolingzinc oxtde eugonol us n 
'subtype of the generic typo of device 
dental cement (} 072.3275). AtaiccsUngly. 
FDA is Ma«^f)jfyinff 7lncnxldo.augenoi- ■ 
• ^'eludin g 7,lnr oxide euggnxd-dcnfal- 
cementiJnloxlaMiflnd 
; ' iletd^d ccm cflLQlheLibfl 
ougenul tnlQ class II, — . 

“■~^^tlpn 072.3700: Dental mercury: . 

... propOBod.class II. CommeniB ... . ■ 

recommended that dental mercury bo - , 
clnssiDcd into class I instead of class II 
na proposed. The comments 
nfkfinwli^deed that etc mentiil mercury is 

a ^ison . bufalaledlhut the rtnk sjo . ~ 

Rcan FftVesenfenTo?cntU^ ^d^othi;r 

‘ device and wou Hl^^^redl^ 
t hrouif^sToIiBshmonl of oerformiincil 
BtnnUHfds for tho device . The commen ts 
also st o ted that man ufuc turers have " 
votuniaHiy occofftblifthOd te Vorar * 



Bclldns fo Drb t gg i dfflt l sTs'and olhcr w ttmt me nujoniuoo 
-^^wb^rTTfomTlm Inherent TO as one conloining water) for which 



abouHhe rore -risk of allergic rdacllo ns 
' am^g patienls and the rlslc' ortSXi^ y 
to dental health profosBlondis. ‘ , 
'EBlnb ltshing a periomTOnce sitind a rd f <? i 
don mi mercury wmUid’do'nPlh^ 
nMrueU'those risks Thus. KUA.betioves 
that the Henftrdi contrdls of'diitss'l nioni! 
are suffleient to nro vlda fewsOnaulo' 
nssurfl fico ofthcsafoiyu imL , , ■ ' 

cTfecijye nBs y *»f ih n f|pvl>;n Bnri that i Us 
unnecess ary tn RBtnbllah-peztocmanco- 
«~ ^fiftrds fn £jhajl«vtoe.-Ae6efdlnRlyr 
^=0Ai8ci^8irvlnR Iho dovl'ce inlo cl aaS-^ 

, O. Section 872.6550: tdelhing ring; ' 
proposed class t or class If depending 
upon the construction of the device. 

FDA received comments stating Ibal (u) 
teething rings should not bo odnsldored 
u medical dovico. (b) proUldms wilh ibc 
usd of toolhing rings do pot exist, end [< 

' leelhlng rings poao no hazards lo honitli 
. and. therefore, should bo In class I. 

FDA agrees In pflrf and disagrees in 
part with these domrndnts. With regard 
■ to the first comment, FDA has 
dclermlned that U will rcguialc as 
medical devices only those leething 
rings (nuid-nilod or solid) for whicli 
. modical ctiilins ore made. Toothing rlngi 
. wilhoul medical dolma are under the 
rcgulnlory authority of the Consumer 
Product Safety Commission (CPSC). 

MoBl toothing rings o,ro not morkeled 
with medical clnlms. Thus, tlic vast 
mujoriiy'ortccihlng'rihgs ore sdblud li; 
the CPSC's liirlsdietlon father jhon 
FDA'sjuHsdIclIon.',’ ’ ‘ 

Wilh regard Id the shcond ana third 
.nommonls. FDA disagrees wilh the 
comments ei applied to the nuld-fillud 
version of Ihls device. FDA proposed 
Ihal the nuId*flHod toeibing rings (such 



cresont ed by the devtce. j uch i>s~ 
“pirCkaging the device tn leak-proof 
contuiners and placing cautionary 



nma 

acKnowTedadslTiHl 

Tttx i o those few p . 

ex perience oHergIC renctiona to jhis , 
iffStcrfoT. as evtuonced by rare reports of 
gtJe n rooctlons IHcIs. 9. 10. ond 11 1. nnd 
TolnOivl duats such as dentists wiio ■ 
roguiarly nunJic d entui mcrcujy . 

Ibrlher cfiliiiidgrftirori. t-UA nowbcifeve s 
' that labeling for the device bearing ■ 
gUcgunle Uirc ettons tor use ond 
wnfhTf ^'sTinocr mu mlsIifHiidling 
pTom ionriZi U.a . u 3521'br thejt angraL 
.ddnirOls 6t the het wmiid Wurn dcnllsts 



modicnl claims arc made be clnsslfltn! 
inlo class II bocuuso'PDA has ;ecelveil 
reports of microbial oanltirnlhallon of 
nuid-fiilod teething rlngs.{Rof. 5). An 
Infant who biles and ruplurds n n»ltl- 
fUlod teething ring with conraminuied 
contents could develop ah infection. 
FDA coniinucs lo believe, therefore, th. 
performance standard is noccssnry I' 
i^ontro! risks to infant health if the fluli 
^in Iho device is oontominatod with 
, niierobet. Acoordlngiy. FOA is . 
classifying inlo class !l nuld>fillod 
toothing rlngs.for which modlcoi cloimi, 
ore made. ' . , 

• FDA is chisaifylng solid teething ring 
for which modical clulms are mode Init 
class I, as proposed. ' 

- 7. Scr.tlon 072.4240; Rolury bohc' 
cutilng handpiecci propose, d class 11: A 
comment noted ihet the rotary bone - 
culling handpiece Is iniendoa lo opernf 
nl slower speeds than the regular "high 
speed” handpiece thni FDA also ' ■ 
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proposed lb clussify into class li. The 
commpni suggesiod, Ihoraroro, ihut (he 
rotery bone culling huruipiuco should be 
classified inter class I because il presents 
less risk to health thvn the “high spood" 
jair*powarB(lJ hqndploce (7BN-2BJB) and 
- ueesuso thf) risk to health idenliriod by 
the Pohoi. i-o, unneccssnry trauma, 
cannot bo copLrolied by a porformunca 
Blundurd. 

’ FDA disagrees with tho commonl, , 
FDA bdiovps lhal a performance 
standard is necessary for this device to 
assure Ih'd Its design will not cause ; 
bone damage or tissue Iroumu and t!»ul 
the risk to Iwsltli can bo conlroHod by a 



FDA fa ciusai^ing the device into dass 

H. 

0. Suction 072,4020; AC*powurud bonu 
. saw; proposed class Jh A comment 
stated that the AC-powered bona saw 
should bo ciusslfled bUo class f because 
the risks to health icionURed by tho 
Panel. i.e„ tho poasibllfiy of'bonc and 
tissuo trauma and'eiectrical sfiock, are 
not aufRclent to warrant classification of 
the device into class 111 . 

FDA disagrees with die comment. 

FDA beiicvuB that u pcrfonaance 
stnndrird Is nocossary for IhU device to 
assure Umt its design will nofcuuio 
bone duinugc or tissue trauma. 
Accordingly, FDA believes tiiat Ilia 



proposod ciusstncHtlon woa corrocl iitux 
iheroforB. is classifying the device into 
class It. 

0. Comments on the proposed 
regulations clusslfying the devices lisict 
below argued thot tho devices should b« 
placed Into doss i because the agency 
idonUflod no substantive risks to health 
associated with the devices thot would 
fustify classifying thona into class it. The 
comments argued further itiat the 
btocompallbilily concerns of tho agency 
are unfounded and. thorofore. that the 
sluiulory criiortu for ctsss It havo not 
boon mot. 



Soclion • 

• .-No.''-' 


•' 1 . . Device 


Cisss 

rocommend- 
ed by seciun 


Class 
proposed 
by FOA 




?'-■ 

1 - 

1 ' 

1 

5- 

1 . 

1 

[ 

1 

i 


II 

It 

II 

II 

II 


11 . ■ 


872-SSeO 
872.3680 ; 
672.3760 


(Helwmed plastic danture tooth .... 

Tooth shade fosin motodal — — — — — — -•••• - 

Brsekat adhesive resin and tooth corxJlUoner ... — - 


n 

It 

II 


872.3765- 

872.3770 

872.3820 

>872.54701 


P« and ffssuro Sealant and condtiionor - - * 

Temporary cro»m and brtdgo rosin - 

1 Bool canal WII 09 resin - - — — - ... . 

■ OtthodonUc plaiato b/aekat-.- — 


II 

1 

1 

1 


II 

II 

II 



FI3A disagrees with Ihoso cummonts- 
FDA believas (hat (he biocompaiibilily 
arid purfb^unce ooncenis discussed in 

■ iho'propoiijadreguluUons warrant 

^ cluBstfyihg these devices into duss 11. 
Thera ore pumerous mnlcriula Umi may 
be ii'sed in these devices that could hove 
as ddvefsb effect on pellonU. For 
example, ore studios that doscribe 
Iho'cardhogonic'polunlUl of certain 
maleriali tiwl maybe used to fabricate 
dental re^s (Hefs. 1 and 2}. Dccausc of 
the potuntially serious risks that may be 
presented by exposure to various 
matorluls'used in these devices, the 
agency believes that, except for a root 
ceps! filling rosin containing cblorofonn, 
porfornunce standards are necessary to 
-provide roHSOruiblo ossurance of the 
'safely 'and effectiveness of ihesa 
devices. 

Tho agency has been Informed that 

■ certain root canal Riling resins in 
commercial distribution may conlaio 
cldoroform as an ingredient. FDA 
believes lhatihe safety and 

' effaclivensss of a root cunul filling resin 
containing chioroform has not been 
established because chloroform may be 
a cardnogen. In the Federal Register of 
June 28. 3976 {41 F8 20842J. FDA : 
published s ^oi rule dedaring that any 
, -human drug or cosmetic product 
containing chloroform that is introduced 
or ddive/tid for Introduction in ■ 



inlorstaie commerce will be subject to 
regulatory action. 

The uguncy believes that root canal 
filling resin containing chloroform 
presents a polenilul unreasonable risk of 
itlnesB or injury beesuso of possible 
carcinogenidly. ConsequenUy. FDA 
now believes that premarkel approval is 
nocossary for root canal Riling rosin 
containing chloroform. FDA believes 
that general controls and performance 
standards are insufficlcnl to provide 
roasonoble assurance of the safely ami 
effectiveness of this device when II 
contains chloroform and that insufficient 
Information exists to eslabtlsh a 
standard to provide such assurance. 

Accordingly, except for root canal 
filling resin containing chioroform. FDA 
believes that the proposed 
classtncations of the devices obove ore 
correct ond is classifying the dovtcos 
Into atoss II. FDA Is classifying root 
cnnal Riling rosin into class f] when 
chloroform is not used as an Ingredient 
and is dassifytng this device into doss 
ill when it contains chioroform. 

10. Tho only speclflo conunenls 
received on the proposed classirications 
of the devices listed below agreed with 
FDA's proposals to classify the devices 
Into doss II. The comments stated that 
Impluntation of these devices may Imve 
undesirable effects on petienls if 



improper materiols are used in the 
devices' composition. 



Docket 

No. 


' Device 


78N-2d88 


Titanium subportostsol Imptani 




material. 


76N-2888 


Cobalt chrome motybdanwn Im- 




plant maiertaJ. 



H)A agrees wilh the comments. For 
the reasons provided in tho proposed 
rcgul&tioos. FDA is classifying these 
Utfvtc es U)lo class fl (S C72.3645}. 
rTTn Comments on the propo"n4 
dossificsitons of the devices 
below argued thsl the devices should bu 
ciusstfiod into class I rather titan class 11 
as proposed. The comments suggested 
Utat if the idonUflcations of these 
dovlcoa wore llmllod to davtces of Ihu 
same composition as those are being 
marketed with dereonsUoied acceptable 
levels of safety and effectiveness, the 
general controls provided by dess 1 
would be sufRcienl to assure their safety 
and affeotiyenass. In that case, tha 
tiomments reasoned, a manufacturer 
Inlanding to market a new device of this 
type or a device of a different 
composition would be required to 
submit to PDA a premarkel nollficallon, 
and FDA could place that device into a 
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class other than class I iflt dolartninod thal closs'i was.noi supcient to assure Us sefet;!' or effectiveness. 















Docker 










orooosad 


No; 


• . '/■' ■■ - ■ 




«d by a*c8on 






Virfh -f’ -rt . T'-“ 






H 


It 




Precimjs metal alloy lor cKnical use 


....... 1 ,..., 




II 


H 

II 


78N-2B51 


Precision atlachmont - — 









78N-2862 


Ptaiomied bar 









II 


78N-28S0 


Pratomwd wk# clasp 


- 








78N-2849 


Preformed anchor. - 








It 


■70N-2884 


Gold and staWess sloel cusp....™. — - 










78N-26S5 


Preformed cusp — - 










76N-2SB4 


Prefonned gold denture tooth — 










76N-289a 


Retentive end spUnting pin — — 









II 


70N-2904 

78N-2910 


Root canal post — — : 

Postodw trllfWal teeth with metal insert v 








II 




end, therefore, la cTaitlfying them int^ 
ciast il as proposed. ^ ^ 

With resp^l to the classification of 
the other devices listed above, H3A 
ogrees with (he comments 
recommending that the devices be 
classined into class I rather Ihnn ciuss 
II. The agency believes that each of 
(hose devices hot maintained an 
acceptable level of performance based 
on the compoiiilonai range of the 
materials how being used In the devices: 



S72.1800 

872.1810 

872.1830 

872.1840 

872.1850 



I ft , himtoiUlIt; ! ellovs or nllovs of 75. 
percent or gran ter content oT gold onu 
met als of n>e platinum group. Devtsc a-aL ’ 
liu' ^ compos itio n have been shownlo. 
l^~hl<icnmnaiible. I nertTaufficlent ly 
stro ng. olTu otherwise safe end cffecUy c 
• yvlion used In (he mo ulh- Conseqticnily. 
conirdertng (hat will learn of new., 'i 

compositions ofmaterial, through i- - ’i 

premarket nottneaMon under section • : . 
filOfk) of the act (21 U.S.C. 300(k)). PDA 
Agrees (hat the general controls of class^ 

T ere autlldonl to provide reosonabl o 
^aisBurence oTtht* Sfft***y 
'cfrccllvcnuss ofUiesc devices end that 
cslablishmcnl of a perfomtenco 
standard for these dovices is 
unnc-cessor y. As sufleested by the 
com.nents, TOA is changing (haZ 
Idenuftcalton of each ol those devices to • 



Exuaoral source X>rsy system 

intraorai soufc* X-ray sy^em 

Csphalomcter. 

Denial X-fsy position InOtcatfng device... 
lesd-llhed position Indicslor 



state thot the device I s composed pf_ 
mntt enUlc alloys Of ollp vs conlolnlng 75. 
per cent or greatitt gold and metals oLl 'j^' 
Bla Uhum grbuk _. . • . • • 

Comments on the proposed 
rcgulallons on the devices listed below 
argued (hot, because a performorice , 
siaAdard administered by FDA under 
Ihb RadlatlortControl for HWtlh and i 
Safety Aot (42 US.(l'2!Of3'Blre8ay 
exists for each of these devices, , 
ostoblishing ony oddUtonol performance 
standards under the amendments would 
be ovorregulnllon. Tl»o comments orgueil 
that the exlsUng standards to which 
these devices are rtxjuired to conform , 
should ba the sole standards for these 
devices.' • = '■ 





Class ' 
recommend- 
ed by section 


Class 

proposed 

>FOA 














■ 






. 




11 






II 



■ When (ha only risk to beollh 
presented by a radlaUon-emitting device 
is ndoqiialflly controlled by a standard 
under the Radiation Control and Safely 
: Act. no other standard Is needed to 
assure the safely and effectlvcnoss of a 
medical device, end FDA will clusalfy 
the device Into class I. However, the 
(levtces listed above present risks to 
health other then (hose controlled by an 
existing standard. For exomplo, 
unintended exposure to x-rays resulting 
from lack of elTectiveness dtle to foully . 
/design of the device maynot bo covered 



by an existing standard but may need to 
be controlled by a pcrformonce 
standard under soetlon 5ia »f iho ool (21 
U.S.C. 300d) to assure a device's sefety 
and cfTccllvoness. Accordingly. FDA is . 
classifying each of the devices listed 
above into class II os propo.se«l. 
t~"ial Comments on the proposed 
rogulallons classifying the devices listed 
below argued that thosa devices ore raw 
materials used In the fabrication of 
custom devices and. (iierofure, should bo 
exempt from sections 614 and 61.*5 of ihe 
act (21 U.S.C. 300d and 360e) under the 



cusiom device exemption In aecilon 
620(b) of the act (21 U.S.C. 300|(b)). -rho 
nommonts furthor stated that none of 
those dovices is Intended for use by n 
patient unltl It is tailored by o troined 
profcssiunal to meet the Indtvidunl 
needs of the pattorit. 



Soetlon 


o»<no* ' ' 




Elocvixto «oi la> pJi> lni*r. 




AMrgim ■nof. 




Oow MM't tltor hr dink«r u*o. 




Cnietum h7*o«lS» e»*S» UnW 


■7S.KM 


Crm mmliih. 


srtjrrs 


Oanlal oomnL ' ' 
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SMMn 



• 72X100 
•72.9310 
: •7796«0 
' niMte 
. •72.3700 
• I729710 
.•73.37W 
•72.3760, 
»72.97« 
•72.36SO 
•72.W20 



PiMotmoO oM*iic ottkji* 
m«r«MNn mcMftti. 

Donut nwcwv* 

B*H ouw MMy. 
arOAtl >••»» wx 

P«nka« Mlnng. >*p*irVig, fH (ObMlnQ 
P* •nd ta«#« *oatv)l ml ccntMoow. 
QutUpwctu. 

PokoUio tootfi. 
biihodonM'poriotiMO band. 

PoroMtin powd« to' «Mc«1um- 
toUM'lt MnW »«>. . 



exompHon for cuoUm dBvtcas bocaua^ 
l al the dcvteea need no< nBceaiiurilv" ^^ 
t ievluto from an othorwtofl npplicabfq 



. or for dlipanolnfl »Pon^^^ Ic) . 

Ihu dovicea are offorod for eom rnnfr.ttiJ 
ai Biflbuflon. and Idt tha devices are • 
g erief^y flVBHabla to or MtioraHy uaod _ 



FDA disa f^ reofl with the commenle. 
The devtcoB luted above do not meet 



. the requirement of the porUaT" 




14. CommoniB on the proposed 
regulations listed below argued that. In 
cloBBifylng these devices, both the Fund 
and FDA Incorrectly used the criteria 
(hot wore used by PDA's OTC Drug 
Review Panel In Its review of those 
products when they were regarded as 
drugs. The comments argued that the 
criteria used for classifying devices 
should be different from those applied 
by the OTC Drug Review Panel. The 
comments also suggested that the 
devices be ciasslflod Into doss I. rather 
than ciass III os proposed, bocausa of 
Insufficient documentation dial they 
present an actual.rlsk to users, , 



Section • 


Devico 


Ciass 

'recommend- 
ed by section 


Class 
proposed 
by FDA 


872J64Q, 


OTC denture cushion..... 




... 








III,. . , 
111 . 


III . . 

Ill . , . 


: 872.3560 
872.3670, 


OTC denture reliner - 

OTC denture repair Mt; 









.................. 




Ifl 

ill.. . 


Ill 

lit 



■ FDA agrees In part and disagrees in . 
part with the comments. FDA disagrees 
that the agency employed incorrect 
criteria Hvben proposing to classify those 
devices. As slated in the proposals, Ihe . 
device's present a risk of illness or 
. In|ury. Use of Iheso devices may cause 
. an imfirpper verilcol dimension of a ' 
den)ufe-whieh may result in increased 
biting forces and lead to bone loss' ' 

. through' resorption (degeneration of the ‘ 
bone through gradual dissolution). Tho 
■iong-lerm irriialion of oral tissue caused 
by on lpcorrect vertical dimension also . 

' could causa rormoilpn of carcinomas. 
FDA also dlsogees with the comments' 
assertion that PDA did not provide In 
the proposed regulations sufficient 
doeumentollon of the health risks 
preseniad by these devices. FDA cited 
In the proposed regulations a summary 
• report by the OTC Panel on Dentifrices 

and Dental Cere Agents,. May 22, 1076. 

showing- the hazards presented by these - 
. devices (Ref. 6). 

• Section 872.2640: OTC denture 
cushipm'During an open meeting of the i 
. Panel ohMarch.l2and 13, 1970, a 
manufacturer prosonlod (he rosulls of o 
-study liuil showed that disposable OTC 
-■denlure'oushibns made of wax- 
impregnated colion cloth that tho 
.patient applies to ihe'enlire base of a 
: denture before-ihe patient inserts Ihe - - 
'. den.iura.into the mQuth are safe and 
' effocUve for short-term use (Ref, 7J. The ., 
Panel believed that the data showed . . 
that this version of- ihe OTC deniursu 
cushion is safe and effcctivet-bacause a 
iingir layerof material. is used to make 



the cushion, the disposable cushion is - 
discorded after 1 day's use, and Ihe 
device is intended for short-term use. 
Therefore, during Ihol meeting, the Panel 
recommended that this version of the 
OTC denture cushion be classified Into - 
class I. Inadvertently. FDA did not 
reflect this portion of the Panel's 
rocommenostion in its proposed 
clusstficaltons of the OTC denture 
cushion and OTC denture pad. A ' 
summary of the Panel's recommendation 
is. however, in the admlnialralive record 
for this rulemaking. PDA agrees with the 
recommendations of the Panel that the 
OTC denture cushion be clusslfied into 
class 1. provided that Ihe device Is made 
of waX'Impregnuted cotton cloth end is 
for the intended uses described above. 

In the Ana) rule. FDA hos grouped the 
OTC denture cushion and the OTC 
denture pad into one generic type of’ - 
device. Ine OTC denture cushion end 
pad (f 672.3540). 

Accordingly, in the final rule FDA is 
classifying into class I Ihe OTC denture 
cushion and pad. If tho device is modo of 
wax-lmprvgnnlod cotton cloth, if it is 
intended to be discorded after 1 doy’s 
use, and if it Is Intended for short-term 
use, FDA Is ciosslfying all other OTC . 
denture cushions and pads. Ihe OTC 
denture reliner. and tha OTC denture 
repoir kll Into class 111 as proposed. FDA . 
Is classifying these devices into class lii 
because these devices present potential 
unreasonable risks of illness or in}ury as 
described above and in Iho proposols, 
and because general controls or 
pcrformonce siandords are Insufficient 



io provide reasonable assurance of ilielr 
saieiy ana eifecnveness. - 
15. Comments on the proposed 
regulations oiasslfying the denture, 
adhesives listed below said that these 
devices should not be Identified by Ihe 
names of tho ingrodlents in them. Tlse 
comments said that, by listing the 
specific Ingredients or precentages of 
Ingredients in the names pf these 
devices and in their Idonllficatlons, FDA 
is inhibiting formula Improvamenls bv 
subjecting donlura adhesives containing 

different Ingredients or different 

percentages of ingredients to extensive 
compliance requirements, such as 
submission of premarket noUficallon 
and peliUons for reclassificallon. 



. Docket 
No. 


D4vtee, • 


76N>2e66 


Acacia end Ksraye wlih sodiun« 
borate denture adhesive. 


roN-zaer 


Carboxymethytcelluiosa sodium 
(40 to ' too percent) denluro 




adheeive. 


7 eN> 20 Q 0 


CarborryrrwthytoailuioM sockuin 
and ceiionie polyecrylsmide 
polymer denture atmeelve. 


76N-2868 


Carboxymethylceiiuiose ■ sodium 
(32 percerti) and ethylene 
oxide homopolymer (13 per- 
cent) demure adhestve. 


78N-2870 


CartioxymethytceHuloss sodium 
(49 percent) and ethylene 
. oxide hoiTK^Wlymer (21 .per- 
. cent) denture adhesive. 


76N-287I 


Kareya denture adheshre. 


76N-2B72 


Karaya end ehyler>e oxide horrK> 




- pol^Tter denture adhesive.' 
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SBC.- , , 

872,3730 Panlogrophi. 

872.3740 RelkrttIvB and tpllnling pin. 
872.37M Brackol adhttlvs redn and tooth 
conditioner..- ' 

672.3700 Denlure'relining. repairing, or 
rebating ref Irii - ' ' 

672.3768 -Pit end fjffureMoiani end 
conditioner, 

672.9770 ■ Temporary crown und bridge reiln. 
6724BIO Root canal poll. 

872.3820 Root canal fliting reilh. 

672.3630'.; Endodontic pupur point. 

' 672.3640 Endodontic fllver point. 

672.3660 'Gulta porcha. 

672.3000 EddodontlcaiabilJzing iplint. 
B724P00 pQflerior arlinclul tooth with a 
maiBlInieri. 

672.3B10 Backing and, facing for an artificial 
tooth. - ‘ ", 

872.3020 ,;pW»ieln|oolh. . . " 

672.3030 TriciidciunvpIiofphulQ granulai for 
doidelbofl# repair. 

8(d)|Mrt E-~Stni!M»ii EMvicer 
672.4120- Done cutting initnunonl and. 

' accefiorlof. 

872.4130. Inlraorai dunlai drill. 

' 872.4466' Gai-ppwared jet Injector. 

B7ZM76 Spring'powercd Jet injector. 

, 872.4535 Dental diamond inatrument. 

672.4685 ; DeoUi hand inatrument. 

872.4600' Inlruorei ligature and wire lode. . • 
872.4630 Denial operating liglit. . 

672.4730 Denial Injoctlxvg neodlo. 

' &72.476Q .1^ plait. . .. 

672.4840* Rotary fcaler. 

072,4650 lUtlraionioacalur. 

672.4860 Iniruoaaaout fixaiiot) icraw or 
wire. 

072.4020 Dental aiecirolurgloul unit and 
, .aquiUflrioa. . 

Subpart F^-Thonp^utle Otvicat 
B7Z.5410 '’Grlhodontic appliance and 
scceaioriei. 

672.5470 Orih'odonlio platilc brockol. 

872.6600 , Exiraora) orthodontic haadgear. 
672.5626 Preformad tooth ppcllioner. 

674.^560. Taethlngring. 

Subpiri 0-~Uiae«HM«oui Oavket 
872.0010' Abrafive device und acceiiorlee. 
672.6000 OilSi cavity dbraiivepollihlng 
Bgenl. • ; • . ' 

. 672-eoU 'Eaiias abforber. 

672.00^ > Uliravlotnt activsior for 
polyiDtrlxalion. 

67Z0060 . Airbruih. 

672.6100 Aneilhetle warmer. 

872.0140' Arllcuialion paper. 

.87X6200 Oeie plate fliflilac. 

672.8260 Propbylaxla cup. 

87241300 ‘ Rubber dam and accauorloi. 

873.6350 Uhravloiel duieclor. 

67X83tiO Dental Hoai. 

- B72.fi570'.'!mpree<ion lube. 

. 672.6660', Moavogiitg pick or tip for oral 
hygiana.' 

87X8680 . Proceloin powder for clinical uae. 
872.6870 ' Silicate protector. 

872.8730 - Endodonllc dry heat alcrilizar. 
.672.8770 . Cartridge lyrlnge. 

872.8855 Monuai loolhbrufh. 

87X8670 I Dlfpoiuble fluoride Iruy. 

672.6860 Profomied tmprasilon trey. 

87X06BO Iniruorul dental wax. 



Autliority: Sect. SOlJf}. 610, 813. 515. 620. 
701(0). 62 Sial, 10^76 Slab 704-795 aa 
amended, 00 Stal. OIO-MS, 652-559, 505-874, 
S7il-677 121 U.S.C. 351(f), 300, 380c. 3fK)o, 300), 
371(0)): 21 CF8 6.10. ■ 

Subpart A'-^Qenarai Provisiona , 
S 672.1 Scope.. 

(u) Thia part aola forth tho 
ciaaBification uf dontal devicos Inlondod 
for humun uao lliat are in commurclni 
dlalrlbutioii. 

(bj Tho idonlificiilion of e dovico in a 
roguiulion in Ihia part ie not u precieo 
deecriplion of every device iHat is.' or 
will bo, subieci to the regulailon. A 
manufacluror who aubmils o proniorkel 
notification aubmiaaion for a device 
under Part 007 cannot ahow meroly Ihul 
the device ii accurolaly described by - 
Iho soction litia and idenUfication . 
provielons of a regutalion In Ihis port. - 
but shall slate why the devicu is ■•i 

subslontitiily equivalent (ooiher ‘ - 
devices, as required by |'AO7.07. 

(cj To avoid duplicative listings, a - 
dental device that has two or more iypos 
of uses {e.g., used both us a diugnoslic 
device and as a therapeutic device) is 
listed la one subparl only. - 
(dj Refereucos In this part lo 
regulatory socUons of the Coda of 
Foderu! RoguluUons are to Chupiar I of 
Title 21 uulusa otherwise noted. 

9 S73.3 Effacllv* dales ot requlramant for 
prsmarkst approval. 

A device Included in Uils pari that is 
cluaslfiod into class III (proinarkel 
approval] shall not be conunorcially 
disiributtid after the date ahown Jn the 
regulation ciussifying the device unless 
lha manufacturer has en approval under 
section 91S of the act (unless an 
exemption has been granted under 
socKon 820(g](2) of the act). An upprovol 
under section 61S of the eel consists of 
FDA's issuance of an order approving an 
iipplicetion for prumarkot approval 
(PhiA] for tho device or docloring 
completed a product development 
protocol (POP) for (ho device. 

(a) Before FOA requires Ihot a dovico 
commercially disiributed before tho 
enuclQient dole of the araondmenta, or a 
dovice that has been found subsianllolly 
equivalent to such a device, hot an 
approval under suction 5l6 of iho act, 

KOA must promuigalo a reguiailon under 
socllon 515(b) of the ucl requiring suidi 
upprovai, except os provided in 
purugraplis (b) and (c) of this socllon. 

Such 0 regulation under section 516(b) of 
the ucl shall not be effective during the 
grece period ending on iho OOih day 
oftor its promulgotion or on tho Inst diiy 
of thu 30lh full cuivndur month after the 
regulation Ihot ciassinos the dovice into 
class ilf is effective, wbicbovoris lotor. 



Sea seotJon 601(f}(2](Q) of the set. 
Accordingly, unless an effective dole of 
tho requirement for promarkol approval 
is shown in tho reguiation for a device 
classified into class 111 in Ibis part, the 
dovico may bo commorciutly dislribulod 
without FDA’s Issuance of an order 
approving a PMA or declaring 
complotaU a PDP for the device. If FDA 
p'romulgaiCB a regulation under socliun 
615(b) of the act requiring premarkut 
upprovai for a dovice. section 
601(f)(1)(A) of Iho act applies to the 
device. 

(b) Any new, not substuntloliy 
oquivelent. device introduced Into 
commercial distribution on or efler Muy 
20, 1876, including a device formerly 
markotud that hos been substaniliiiiy 
altered, is classified by statute (section 
613(0 of the act) Into class HI without 
any grace period and FDA must hove 
■ issued un order approving o PMA or 
doclartng completed a PDP for the 
dovica before the device is commercially 
distributed unless it is reclassified, if 
PDA knows that a device being ‘ 
commercially disiributed may ue a 
"new" device as deRned in this section 
because of any new intended use or 
other reasons, FDA may codify tho 
statutory classification of the dovice into 
class Ilf for such new uso. Accordingly, 
the regulation for such a class ill device 
slalos that as of tlie enactment dale of 
(lie umufidniunls, May ZJJ, 1U70, iho 
device must have an approval under 
section 515 of the act before commercial 
distribution. 

(c) A device identified in a regulslion 
in this part that is classiried jnio class fU 
and that Is subject to the Dansitiona! 
provisions of section 520(1) of the set is 
automatically classified by statute Into 
class Ilf and must have an approval 
under section B15 of the act before being 
commerciolly distributed. Accordingly, 
the regulolion for such a class iU 
irunsillonal device slates that as of (ha 
enactment date of the amendments, May 
20. 1878, Iho device must have an 
opproval under lecllon 515 of the act 
before commarciol distribution. 

Subpart D— Diagnostic Davicaa 
{87X1600 Ofnsfval fluM meaaurar, 

(o) /t/onlificofion. A gingival fluid 
measurer is a gauge device intended to 
measure lha amount of fluid in the 
gingival sulcus (depression between tho 
tooth end gums) to determine If there is 
a gingivitis condition. ' ' 

(b) Claaalficalton. Class (. 

{872.1720 Pulplaslar. 

(q) Idanlificotioji. A pulp lester Is un 
AC or buttery powered device intended 
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<0 ovuluhie ihs plilpa] vHaHly of Issth by lliai is used in dontal rediogrophlc 



\ employing high frequency ourrenl 
- transmuted by an telectroilo to stlmuiote 
the nerve tissue in the.iJttnitii pulp. ' ; 
(b) C/ora///vot/(V7. Class II. < . 

. { l/sriTM '^itebtKie pel for pulp testers. ' 

(a) /cfpfllj//co//(?n. An elcclrodo gel for. 
' pulp testers Is a device intended to be 

- applied to the surfuce of n tooth before 
use of a pulp losibr Iq bid conduction of 
electrical current 

(b) C/osar/Zcoi/oo. Class 1. 

$872.1740 Carles detection devlct. ’ 



oxaminalion. Hlw dovica it intended to - 
oilgn tbo exsmination site with the X> ' 
rey benm end fb rostrioi ihs dimensions ' 
of the denial X-ray Reid by timltiii^ (he ' 

. size of (ho priniary X-ray ^nm. 

(b) Clostificiition. Class II. 

$a72.t»eo Lssd-llnsdpoaitloRlftdlestor.' 

(q) Jdontification. A load-llnod 
position Indicator Is b cone-shaped - 
dcvtco lined with lead that Is allachod 
to n dental X-ray tube and Inlondcd lo 
old in positioning the tube, lo prevent 



{a) Identification. Ttre corioa detection d*® mlsfocuslng of the X-rayis by 



device is a device Intended to show the 

• existence of decay in o patient's tooth 
; by use of eioctrical current. 

(b| CJassificalion. Clnaa If, 

. $ f«.tWb ExtraorsI source X-ray system. ; 

{a) Idanti/icaiion. An extraoral source 
X-ray syslcm Is an AC-poworad dovico 
that prodneps X-rays and is intended for 
dontal rndidgraphic examination and 
dia^osls^of dlssasos ofthe teeth, Jaw. 
and oral structures. The X-ray source (a 
tube} Is iocated'oulside (ha mouth. This 
generic type of device may includo 
patient and equipment supports and ' 

■ - component parts. 

(b) CiaMification. Class II. 

$ >72.1810 inhraorai eouree X-rey eysltm. 

(a) Identification. An intrnorai aourco 
X-rey system la an oleclrically powerad 
device that produqos X-rays and is 
Intended for dental radiographic 
examination and diognosls of diseases 
of the teeth, }aw, and oral structuroa. 

The X-roy.souirce fa tube} Is located 
inside the mouth. This generic typo of , 
device may include patient and 

' equipment supports and component 
ports. . . • 

(b) Classification. Class II. 

$>72.1820 ' Dental X-ray aapoaor# - ' "" 

atlfinmerri device. . ^ 

■ {a} IdeatlflcotloniA dontol X-roy 
exposuie alignment device is a device 
intended to position X-ray film and to 
align Ihb exomination site with the X- 

• ray beam.- , 

. (b) Classificalion. Class J. 

$872.1830 Cepbelometef. . 

(a) Identification. A.cepholomoter is a 
device used In dentistry during X-roy 
procedures. Hie device is intended to 

pinoe and to hold a pnlfenl's hnoci in a 
stondard position during donlul X-rays, 
fb) Classificalion. Class li. ^ 



absorbing divergent radintion. and to . 
prevent Icnkago of radiation. 

(b] Classification. Close II. ... 

' $87Z1805 Dental X-ray film hoWer. 

(h) Identifitxlion. A dental X-foy'fllm 
holddr Is a device intended lo position 
and to hold X-ray film Inside the mouth. 

fb] Classification. Clots 1. If the 
device is not labeled or otherwise 
represented as sicrils, It Is exempt from 
the current good manufacturing pracilea 
regulations in Part 020. vvilK the 
oxccptlon of ( 82ai60, wilh respect io 
general requiremonls concerning . 
records, end $ 020.100 with raapoet to 
; complaint flies. 

Subparl C— [Resarvad] 

Subpart D>-Pro8thatic Davicai 
5872.3 050 Amatgam alteX; 

(u) 7J(?ntZ//co//on. An amalgam alloy 
is A dovica thol consists of a metaiUc 
subslunco intended to bo mixed with 
mercury lo form fiHing mnterlol for 
troa Imenl of dontal carles. 

(b) Chssificotion. Class II. 

« 872.3060 Oc4d-basad sNoys affd 
pr eelousnwtal alleya for einical uaa. 

(ft) Idontiflcotion. Cold-based alloys 
and prnciouB melal alloys for cllniul 
use are mixtures ofmetoU. the malor 
components of which arc gold, silver, or 
palladium, llioy also may contain a ■ 
small quantity of copper or plutinum. 

The dsylce Is intended lo fabricate 
dental appHoncos. such as crowns and 
bridgcii fqrpatlonts. 

(b) CJassifiootiotu Class 11 

$ 872.3080 Marewy and sMoy dispansar. 

(u) idenUfioolion. A moroury and alloy • 
dispenser Is a dovloa with a spring- 
oclivaled valve inlendad lo measure and 



$ 872.1840' OaniBl X-ray pealtton IndicaUno dispense Into a mixing capsule a 



dtvica. 

(n) Identification. A denis] X-ruy 
position Indicating device U a device, . 
'such as a colllmDtor, cone, or aperture, 



predetermined amount of dental 
mercury in droplet form and a 
prameosured smpuni of alloy pellets; 
fb) Classification. Close I. 



■ $8724110 MdlaiAmaipsaaeatMwts. 

. {a) tdontifhation. A^ denial amalgam,,, 
• ; ciipsult is 8 coritairief dWlce In Which 

■ silver ailoy it intendad-to bo mixed with 
' mercury to form danta! am^ain.{..' . 

(b) C/asj;/Axi//ani Class I. ^ i. 

■ $872.3130 PrsforMsdahiiairiy 

(flj Identification. A pritformad anchor 
' ‘ is a device madeof austenllid.aUoys or 
alloys containing 75 porcenlwgroatsr,-; 
' ’ gold or metals of the platinum group 
intended to be incorporaWd into 
denfn] apptiance, stich as a denlurer, Id ' 

. help stabilize (he oppUancaln the:’: i ' 

■ patient's mouth. , ■ • l it* - ' 

'' (bj C/o«/f/corZofi ClaSat. ' J 

• $872.3140 Ratln applicator.^ 

(a) Identification. Arctic airplWalor la 
a braehlllce device inlended-foroselrr 
spreading denial rosin on a tooth during 

. application of tooth shade maloriai. 

(b) C’/oM///o£rt/on.'Clae# 1. If the 

device is not labolod or othorwlBB 

represonlod as sterile, it is exempt from 
; the current good roanufaclnringpractioo 
regulations in Part 020i with the - 
• exccptlonof$ 820.100, with' respect to 
genorol requiromtmis concerning ' 
rccoriis. and | B20.186, wttli resf^t iO 
complain! nJos. 

$ 872.3150 Articulator. 

(a) Identification. An articulator is o 
mochonicol device Intended to simulate 
‘ movements of a patient's upper and 
lower Jaws. Plaster coals of ibe palient’s 
teeth and gums ere placed in (he device 
to reproduce the dcclusion (bite) and 
erllculaiioh of the patiarii’s Jaws. An 
articuloior is Intended lo fll denlores oV, 

provide orthodontic treatmonL 
(bj Classification, Gloss J. If tho 
. device is not labeled or otherwiM 
' represented as sterile. It is exempt from 
the current good maoufacturing practice 
rcgulolions in Part 020, with the 
. exception of $ 820.160, with respect (o 
gcncrol roquiromenia concerning 
records, and S 620.186. with respect to 
cumploinl flics. 

$872.3188 Precision attachment. 

(n) 7c/enri//cah'on. A preclsioo 
altn^imont of proformod bar Is a dovloa 
' made of austenitic altoyi or ailoys 
containing 75 percent or greatergold 
and melaia of lha platinum group ■ 
Intoniied for use in prostholle dentistry 
. In conjunction wlib romovabia partiai 
' donturos. Various forms of (he device 
are intended to connect a lower partial 
' denture wilh another lower partial 
denture, to connect an upper partial 
denture with another upper partial 
denture, lo connect either an upper or ' 
iowor partial denture to a looth or a 
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‘ 

arlincial teeth,«nd (o reBtotQ the 
paUenl'idi^wingfunoNon. ' 
fb) Cla$aificatioa, Cian III. 

(c) Date PM^ at aotiQe of completion 
of a POP la r^ufred:lio effective date 
bet been eiiabiiahed of the requirement 
hr premaricet approval. See | B72.9, 

1 972^*^/ (M>pert(>eieal 
' (a) 7cfe/ir///ca/yo/i. Subperioytoal 
' Implant materiaHa a device composed ' 
oftitanlurobrcdbaltchrome ' ‘‘ 

molybdenum intended toconatruct - 
cuatom proetheiio devices which are 
■ aurgiceliy implanted into the lower or-' 
upper jaw betvveen the periosteum ' 
(connective tissue covering the bone) 
and supporting bony structures. Tiie 
device is intended to provide support for ' 
prostheses. such as dentures.' v- 
(b) Claaalflcvilon. Claes IL . — 

ia7i3<W)''lnripraeatbncnaterU^ ''' 
la) Idanlifjeallon. Impression material , 
is a device composed of materials such 
aa alginate or polysuifide intended to be 
placed on a preformed impression tray 
and used.to reproduce the structure of a 
patient's ieeih pnd gums. Tbe device is 
intended to provide models for study 

and for production of restorative 

prosthetic devices, sucli as gold Inlays ■ 

arid dentures, ,• ' ; / ' 

(b)C/ass^/Oo//on. Class. 11,.:.. 

Si72Jarp Fleein Impression tray material. 

.{a) Identification, Resin impression : . 
tray materiel is a device intended for 
use in a lwo>stap dental mold 
fabricating process. The device consists 
of a resin material such as melhyl 
methacrylate, and is used to fonn a 
cuatom impression tray for use In cases 
in which a preformed Impression tray is 
not suitable, such as the fabrlcatlon of ' 
crowns, bridges, or full dentures. A 
preliroinsty'plaster or stone model of the ’ 
pB.Usnfi teeth end gums (i made. The - • 
resin Impression (ray material li applied < 
tO'lhls preliminary study model to form. ‘ > 
a cnslem tray,.7his.lray U thenfUied i 
with ImpcNSiott'fnaierlal and Inserted ‘ 

• into the padanl's .mouth to make an- - - 

lmpreissJon.'from whicha final, more < 
precise, mqdel.qf. the patient's moulh is 

•cast... 

I- (bJ,Cfew//Awfi(»P-.Cias#KIfthe.' 
device is not IsPf led pr . otherwise- ' 

. reprpsenlsd.as.sterile, It is exempt from, 

. (he'curir^dl good, manu/acturing practice ... 

regulai(4°f Ip Pbil 620 , tvith the 

exception pfi 82(Ki60, with respect to - 
generarrequlrementi concerning 
records, and.|KmitM.'with-respeot to ■>. 

• coroplaM^ files- -I, -.’.w. ■ . 

fKhij$io‘ Pptytetnsntxyeethyfene (PTFf) 
iritreoMe esfbon inateril^' : 

■\a)ldentificali6n,' J. ' * ", ' ,, 

.Pol/l^trjin(jp^e|hylone (FITCJ vitreous. 



carbon material ja a device composed of. 
polyietrafluoroefhylTOe (PTFE) viireoua . 
carbon intended foruse.ln maxliiofaclei 
alveoier ridge augmentation [building up 
ihe upper or lower jaw area that 
contains the lockele In which toeih are 
rooted] or intended to cost metal .. . 
surgical implants to be placed in the - 
alveoli (sockets fn whlcii the teeth are . 
rooted] or Uie temporomendibuiar Joints 
(the joint bolWeep the upper and lower. . 
Jaws). , 

(t^j C/osa///ca//or». Class 11. . 

{•7Z36ao Tooth shade resin mslettai. - - 

(aj Identification. Tooth shode-rcsiif 
matorla! Is a devtoe compoeed of . 
matorlais such os bisphenol-A glyddyl 
methacrylate (Ols-GMA) jnlerided to 
roaioro curloua lesions or structural 
defects in teeth. 

(bj Ciaaaification. Class If. 

i >72.370 0. Denial meroury. 

' (a) Jdonlificallon. Dental mercury is a 
device composed of mercury Intondod 
for use as a component of amalgam 
alloy In the roelorallon of a dental 

cavity or a broken tooth. 

(bj Ciaaaification. Cleas L 

i>72.37t0 Ba^metsJaMe y. 

(aJ Identification. A base metal alloy 
is a device composed of a material such 
as a mixture of nickel and chromium, 
Inlendod for use in fabrication of a 
custom-made dental device, auch as 
porcelain venoor for a tooth. 

(bj CJaaei/icaiion. Ciese 11. 

I >72.3730 Pantopraph. 

(a) Identification. A pantograph Is a 
device intended to be attached to a 
patient's head to duplicate. lower jaw 
movements to old In construction of 
restorative and proslheUc dental 
devices. A marling pei| Is atiachod to,. . 
thelowerjawcomponaniof ihedavlce. ' 
and. as the patient's moii.lfappot)i, the . , 
pen records on graph paper the apgie . ,, 
between the upper and the lower few. . 

. (b) Clasaificotioii Clasf IvThe device . 
la exempt from the premarket 
notification procedures In Subpart E of - 
Part 007. If tne device is not labeled or . 
otherwise represented ei sterile. .11 is 
exempt from (he current good . ) 

manufaoturing preQtioa regulnitoni in, 

Part 620, with tne exception of i >20, 190. . . 
with respect tp general requlremonls 

concerning records, end I >20.106, with . 
respect to complelnl files. 

f >724740 Retentive and spUniino pin. 

(a) Identification. A retentive anij, , 
splinting pin it a device made of . ■ . , - „ 
auslonltlc alloys or alloys containing 79 . 
percent or greater gold and metals of tha 
platinum group intended to be placed, 
permanently in a tooth to provide 



retention and stabilization for a .. 
reslpralion, such as a crown, or to join , . 
Iwobrmore'leath together. • 

(b) Ciaaaification. Class I. 

f >72.3750 Braoke.i adhesive resin and 
tooth eofxtittoner. , 

(a) Identification. A bracket adhesive 

resin and tooth conditioner is a device . 
composed of an adhesive compound, 
euch as polymolhylmelhacrylale, 
iniaRtled to cement an orthodontic 
bracket to a tooth surface. . . 

(b) Ciaaaification. Class U. . 

S >724760 Denture reantng, repairing, or 
rebaatng resin. i 

(a) Identification. A denture rcllnlng. 
repairing, or robaslng resin is a device 
composed of maloriais such as 
mathylmethacrylalo, Intended to relino a 
denture surface that contacts tissue, to 
repair a fraclurad denture, or to form a 
new denture base. This device is not 
avallabla for over*the-oounler (OTC) 
use. ’ 

(b) Cheaificatlon. Class II . . 

$>72.3766 Pit and fissure aeaiant and 
eondlltoner. , . . 

(a) Idontiflcation. A pit and flssura ’ 
sealant and conditioner Is a device 
composed of resin, such as ' 
polymethylmethacrylate, intended for 

use primarily in young children to seal 
pll and flssura depressions (faults in the 
enamel) in the biting surfaces of teeth to- 
prevent cavities. 

(b) Clafeificalipn. Class II. 

{ >72.3770 Temporary crown and bridge 
reshv 

(a) Identification. A lemporary crown 
and bridge rosin is a device composed of 
a material, such as 

pol^ethylmelhacrylate, Intended to- 
maks a temporary prosihaiis, such as a 
crown or bridge; for use until a 
permanent restoration li fabrifiatad. . . 

' (b) ClaaalflcaUon, Class U. ' - 

I•724a10 Ro<A eanW p«Ut' 

(a) Identification. A root canal post la 
a device made of austenitic alloys or . 

' alloys containing 75 peroept or greater ' 
gold and metals of the platinum group 
Intended to be cemented into the root - 
canal of a tooth to stabilixe and support 
a roslorallon. . . 

(b) C/ass///co//on. .Class L . 
lara^ato-’ ntfoV's^^Rumareeifi.''': \ ^ 

(a) Ido 'nUficdtIonr A r,ool canal filling • , , , 
rosin Is a device comppsod of material. < . 
such as imethylmethacrylate, intended 
for USB during endodontic therapy to Oil 
Ihe root cenei of a to'oUv 
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DEPARTMEHT OF HEALTH /IND 

HUMAN sfinyicEa- -^ - 

r Food and Drug Adr^inlstraUon 

21CFnP*rtir2 

• lOoektt Mo. 78M-3a90 9t aLJ ' 

Medical Devices; Withdrawal of 67 
Proposed Rules Classifying Dental 
' Devices 

AGENCY: Pood and Drug Administration. 
' action: Withdraws! of proposed ruiet. 

aUMMANY: The Food and Dnig 
Adminisirullon (FDAJ Is withdrawing 07 
proposed rules in the clasaificoilon of 
denial devices lo avoid unnecessary 
regulations. Etsewhern in this Issue of 
the Fedora! Register, FDA-ls publishing 
a final rule classifying 110 dental 
dovicea. 

FOR FURTHER INFORMATION CONTACT: 
Gregory. Singleton. Center for Dovlces 
. • and Radiological Health (HP2^70). 

Food and Drug Administration, 8757 

• Georgia' Avo., Silver, Spring, MD20W0, 

301-427-7556. . , . 

8UFFUM6KTARY tNFORMATtON; in tho 
Federal Register of Deccnibor 30, 1000 
(45 PR 55902-50188). HIA proposed to 
dastify 185 dental dovlces. This fiction 
was taken as part «f the agoncy's 



' ' ovoroll implameniatlon of the Modicar^ 

' Device Amendments of 1978.|the . 
'amendments} ihet eslebllshod a system 
for iho regulation of medical dovicas for 
humaii'Uso. One provlalon ofthe ' 
nmondtnanfs. section SI3 of the Federal 
Food. Drug, and CosnMtic Ant (iHa act) 
(21 U.8.C. 300c), estalrlislias Ihroo. 
calogorlos (classes) of devices, ' 
depending on the roguhiiory controls 
needed to provide reusonoble assurance 
of Ihcir saie.ly and effectiveness; Class 1 
. (general controls), class II (porformonco 
slandords), find dass ill (premarkot 
approvoi). The nmendmcnla also 
oatabiiahod o prooRdiirc fur the ogoncy 
to promulgate regulations classifying 
each generic lypa of device into one of 
these three classes. Persona who 
disagreo with a Riiui dassincntlon of a 
device may petition for rcdussincalion 
of the device under Subpart C of 21 CFR 
Part 000. Because Iho same generic type 
of device may be used in different 
. medical spedalty areas (cardiovoscular, 
general and plastic surgery, 
onosihcsiology. cic.) under different 
names, and because PDA la altampling . 
to cJimJnalc urinccoBsary regulations, 
the agency conllnuot to conaoltdnta Its 
list of generic types of devices. - 
FDA Is withdrawing 07 of the 155 
denial proposed regulations that wore 



• , published on December 30. 1900, 

: Elsowhoro in this Issua of the radorsi 
' Register. FDA is publishing's Rna.i rule 
classifying dental devices. In Ihatflnai 

. rule, FDA Is grouping 09 propwed denti 

devices Into 22 generic typos of dental 
devices. Tho term "ge»>erio type of 
device” is defined In ,21 CFR pob.3(i). 
Thoroforo. In the! final rule eech of the 
67 proposed devices lisloUbeldtv In the 
left column is being grouped into lha ’ 
generic typo of device oppbillo In Ihe - 
right column. FDA I# withdrawing each 
of Iho proposed reguio lions listed In I he 
loft column. PDA advises that 
’ aummeries of any comments eubmllted 
on the 87 proposed regulations being 
withdrawn and FDA's rasponscB lo 
these comments are discussed in tho 
final rulo classifying denial devices that 
is being published elsewhere in this 
issue of the Federal Register. Further, os 

■ explained In that final rule, FDA is not 

publishing at this time classlflcotions of 
certain dapta} dcvi.ces,' including 10 . ' 

devices listed'below, La., those 

■ numbered 58 through 07, for which 

- proposals are being withdrawn^, ■ ' 
Clasaificnilonsof tho devices in the riglii 
' cotunm opposite the proposair ' 
numbered 50 through 67 are not being 
classified by FDA now, 
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Food niid Oiug AjJmlnistmtiwi 
1300 Piccaid DjIvo 
nockvUlo. MD 20850 




API! 2 " 1991 



Duane E. Christian# D.M.D. 
010 North Nevada Street 
Carson City# Nevada 89701 



Dear Dr. Christian: 

Your lottsrs of February 11, 1991, to Secretary Louie Sullivan 
and FDA Commissioner David Kessler have been referred 
resDonse I apologize for the delay but, as you know, we have 
been pteparlng'^for the Hatch 15 meeting of the 

panel. The delay is advantageous, however, in that the meeting 
has now taken place and I can provide you with = 
information about the conduct of the meeting and the resolution 
of some of your concerns'. 

AS you have observed, the Dental Products ^ f f 

vour January 24 , 1991# onclosuro consists primarily oc dental 
^^Ltfon^rs^and academicians, who may not be as wrth 

the medical aspects of mercury toxicity as some tesaarchers. 
However, you should reoognizs that this advisory panel Is ® 
standing committee, constituted to review a wide array of dental 
drugo and devices, of wliich dental amalgam Is just one example. 



To gain the spocializod knov/ledge necessary to render 
recommendations on any given device, the panel relies on 
scientific input from outside consultants, invited epookers and 
FDA staff# and from others who ask to address the panel during 
the open public hearing at the meeting. Further# under a 
recently revised charter, we can supplement the membership of 
any panel with members from other medical device advisory 
panels. For the March 15 panel meeting, wo supplemented the 
membership with members from four other medical device panels. 
We also attempted to provide a broad spectrum of speakers to 
cover all aspects and perspectives of the issue. Attached is a 
listing of the panel membership and Invited speakers for the 
March 15 meeting. 

The November APA News story regarding Or. Singleton's remarks 
about the Calgary research vjos an exaggeration of his actual 
statements. There were, in fact, flaws in the study, but the 
study was still worthwhile in many respects, as was stated by 
Dr. Singleton in that same interview. The fact that 
Dr, Singleton identified flaws should not be construed as 
evidence of a prejudicial attitude on the safety, of amalgam. 
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p.2 -■ Dr. Christian 



Your concern that Dr. John Stanford is the chairman of the FDA 
Classification Panel on Dental Devices is unwarranted. The 
panel you identified os the FDA Classification Panel is the same 
panel identified in the January 24, 1991, enclosure to your 
letter as the Dental Products Pane l . Dr. Stanford has not been 
the chaicnian In many years. The meraborship rotates and the 
current acting chairman is Dr. Duncanson. Dr. Stanford has boon 
retained as a consultant to the panel. 

lastly, I want to address an apparent concern of youtf* 
discussed in the nto-probe Newsletter (September 1909), which 
you enclosed. You find fault In Pda's practice of not 
certifying mixed dental amalgam. Aside from t)ie semantics 1““® 
(PDA does not certify any product), I must remind you that FDA 
«™uif?:s Lnuffsr^rs ^f '’medical deylces . Ko manufacturer 
oroducos mixed dental amalgams. The mixed dental amalpm Is 
p«parod by dental cllnlclLs. FDA does regulate manufacturers 
of dental mercury and amalgam alloys, but the only control FDA 
Lsoyerthe ultimate, mixed amalgam is through Jhe labeling for 
dental mercury and amalgam alloys. The Federal Food, Drug, 
Cosmetic Act does not empower FDA to regulate the , 

which dental clinicians mix dental mercury and amalgam alloys to 
make dental amalgams. 

As I mentioned, the panel meeting has now taken place. 
enclofied for your information copies of some of the materials 
available at the meeting). I've also enclosed a copy of an FDA 
talk paper issued after the mooting. If you have any further 
concerns, please let mo know. I may be reachod at (301)427-1100 
or you may write to me at the above address. 

Sincerely yours, 

^'C(. 

Lillian Yin, Ph.D, 

Di rector 

Division of Ob-Gyn, tfNT, 
and Dental Devices' 

Office of Device Evaluation 




Enclosures 
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UPDATE REPORT; DENTAL AMALGAMS 

My name is John W. Stanford, Ph.D., and I appear here today on 
behalf of the American Dental Trade Association. ADTA is an 
international organization, and is the oldest and largest trade 
association representing the dental industry in the United 
States. ADTA has been in continuous operation since 1882 and its 
membership consists of dental distributors, the Dental Laboratory 
conference (leading dental laboratories) , and dental 
manufacturers. The volume of dental business represented by ADTA 
member companies amounts to distributors (85%) ; dental 
laboratories (65%) ; and manufacturers (70%) . I am accompanied 
here today by NiKolaj M. Petrovlo, ADTA's Presldont and Chief 
Executive Officer, and Thomas ’ Ftse, AIli’A's Specraj. counsel on 
Regulatory Affairs. 

We appreciate the opportunity to make this presentation and to 
provide the Panel with an update report relating to dental 
amalgam. On March 15, 1991, the Dental Products Panel met after 
reviewing a vast amount of medical and scientific literature 
addressing human exposure to mercury from dental amalgam and 
resulting health impacts. The Panel considered testimony from 
U.S. and foreign experts as well as clinicians, patients, the 
American Dental Association and the National Institute for Dental 
Research. 

After a careful consideration of all of the medical and 
scientific literature presented, as well as the detailed 
comments, the Panel concluded that none of the data showed a 
direct hazard to human health from dental amalgams. However, the 
Panel agreed that the studies presented did raise questions that 
warrant further research. The Panel recommended that the FDA 
establish a special working group to identify the kinds of animal 
and human studies needed to address certain questions and that 
this group should work in collaboration with other research 
organizations such as the National Institute for Dental Research 
(NIDR) . 

[ Cite ; FDA Talk Paper , March 20, 1991.) \ 

In response to the March, 1991 finndings of the Dental ProcUjcts 
Panel, the ADTA and several amalgam manufaoturere immacllateXy 
took action to implement the Panel's recommendations to work with 
NIDR and other health agencies to consider and implement 
appropriate research. This group carefully reviewed the Panel's 
technical and medical findings, talked at length with NIDR 
officals and scientific personnel, and endeavored to develop the 
requested research protocols to collect scientific information in 
the most objective and expeditious manner. A special fund was 
established within the American Fund for Dental Health, supported 
by amalgam manufacturers, for the purpose of supporting research 
contemplated by FDA and NIDR. Funding has been extended through 
the American Fund for Dental Health for a major comprehensive 
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longitudinal study where a component on dental amalgam has been 
factored into a comprehensive health history study on a cohort of 
Vietnam veterans. The research and epidemiology officials at the 
NIDR have been moat positive about the potential value of this 
project, and we look forward to its completion (date being 
determined from Jack Brown at NIDR) . Epidemiologist and other 
scientific staff at NIDR have viewed this project as a 
significant step in implementing the Dental Products Panel's 
research related recommendations. 

In response to concerns raised by some members of the public on 
health effects from exposure to mercury and dental amalgam, the 
National Institutes of Health and the National Institute of 
Dental Research convened an NIH Technology Assossmerl ronference 
in August, 1991. This conference brought together dentists, 
toxicologists, biomaterial scientists and other medical 
specialists to review the properties, effects and side-effects 
of dental restorative materials in current use, including 
amalgams. Following 1-1/2 days of presentations and a full 
discussion by the audience, the Panel concluded! 

"There is a little evidence that tooth restorative materials 
induce systemic toxicity. Elemental mercury can be released 
from amalgams, and mercury can be found in the brains and 
kidneys of humans and animals. However, except for dental 
. personnel who have had excessive exposure due to repeated 
mishandling, altered brain or kidney function has not been 
correlated with dental amalgam exposure. Confirmed fetal 
effects from the use of dental amalgam have not been 
reported. 

Very few patients appear to be at risk of developing a local 
toxic or allergic reaction in response to the placement of 
restorations. Even when such reactions occur, they may not 
cause a significant clinical effect. 

Current restorative materials can be used effectively for 
restoring teeth for functional or esthetics reasons. 
Virtually all restorative materials have component^ with 
potential health risks. However, there is no scientific 
evidence that currently used restorative materials clause 
significant side effects. Available data does not ju^ify 
discontinuing the use of any currently available mdterials 
or recommending their replacement. 

Although mercury vapor is released from dental amalgam, the 
quantities released are very small and do not cause 
verifiable adverse effects on human beings. 

[Cite: Statement: Effects and Side Effects of Dental 
Restorative Materials, presented at the NIH Technology 
Assessment Conference on Effects and Side Effects of Dental 
Restorative Materials, August 26-28, 1991, National 
Institutes of Health, Bethesda, MD.) 
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Over the past two years, organizations around the woi 
exhaustively reviewed the voluroinous medical and sci 
literature which addresses the potential for adverse 
effects from dental amalgam. Each and every one o; 
organizations has concluded that there is no credible suppc 
the proposition that dental amalgam poses any unnecessary 
risks to patients. 

"...extensive reviews of the scientific literature ha\ 
revealed any data published In refereed scientific jou 
to support claims that amalgam restorations have cause< 
adverse biological reactions other than extremely 
allergy to one of the amalgam component's." 

[Citft! .federation Uiaitalra .Internationale, London, M. 

1992.] 

"Mercury released from. dental amalgam does not, according 
available data, contribute to systemic disease or syste 
toxicological effects. 

No significant effects on the immune system have bf 
demonstrated with the amounts of mercury which may 
released from dental amalgam fillings. 

There is no data supporting that mercury released fr 
dental amalgam gives rise to teratological effects." 

[Cite ; Swedish Medical Research Council , April, 1992.] 

"Based on the available research, the NIDR concludes tha 
dental amalgams pose no known health risks to individual 
who are not hypersensitive to the materials." 

[Cite ; Dr. Harald Loe, Director, U.S. National Institute o: 
Dental Research] 

For over two years, scientists and public health expeVts from the 
U.S. Public Health Service (PHS) , the Envlronmental\protectlon 
Agency and the health care and academic sectors examined the 
question of whether mercury-containing amalgam usefJ ih clinical 
dentistry produced adverse health effects. This review was 
coordinated by the Committee to Coordinate Environmental Health 
and related Programs of the PHS. The final CCEHRP report, issued 
in January, 1993, concluded the following with respect to human 
health and amalgam use: 

"At present, there is scant evidence that the health of the 
vast majority of people with amalgam is compromised, nor 
that removing amalgam fillings has a beneficial effect on 
health. 



* * * 
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There is no solid evidence of any harm for miliions of 
Americans who have amalgam fillings. 

* * * 

There is no persuasive reason to believe that avoiding 
amalgams or having them removed will have a beneficial 
effect on health. 

[Cite: Public Health Service, U.S. Department of Health & 
Human Services, January 21, 1993.] 



In March 1991, manufacturers stated to this panel, 

"Periodically, concerns have surfaced that amalgam fillings 
may present a health hazard since they contain mercury as a 
component. Yet, no adverse health effects of mercury from 
dental amalgams have been scientifically demonstrated. 

"This Panel should be mindful that the Issues before the 
Panel about use of mercury in dental amalgam fillings are 
only hypothetical questions. Although it may be reasonable 
and appropriate for the Food and Drug Administration ("FDA") 
and this Panel to revisit the scientific issues raised by 
medical devices previously classified, it would be premature 
and inappropriate to make any regulatory recommendations or 
decisions based upon the current questions raised. There is 
no valid scientific evidence to support any decision that 
would send the signal that dental amalgams are unsafe and 
affect more than 100 million people. such a message would 
needlessly raise public anxiety and have devastating adverse 
public health consequences." 

This remains true today. In 1991, Dr. Benson described the 
difficult environment in which these scientific discussions must 
take place; 

"We must recognize that we are attempting to addr^s the 
issue of amalgam safety in an emotionally charged atmosphere 
in which strong opinions abound." 



This also remains as true today as it was then. Nonetheless, the 
research has advanced, and continues to do so, and our Committee 
is proud of its role. 

We appreciate the opportunity to give you this update report on 
ADTA's viewpoint on dental amalgam, and on what has transpired 
since the March, 1991 Panel meeting where this issue was 
discussed. Although studies have shown that a minute amount of 
mercury is released from dental amalgams during chewing, 
toothbrushing and other activities that abrade the restoration, 
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there is no credible scientific evidence linking mercury in 
dental amalgams to any adverse human health effects, other than 
rare allergic reactions. We look forward to the completion of 
the current NZOR study. As outlined above, careful and thorough 
consideration by NIDR, CCEHRP and international health 
authorities confirm the conclusion reached by the Panel in 1991 
that there is no data showing a direct hazard to human health 
from dental amalgams. 
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issued in Kansas City. Missouri, on April 
i4. 1998. 

Micliael Galtaglier. 

Manager. Small Airplane Directorate, Aircraft 
Cei tricailon Service. 

(PR Doc. 98-10596 Filed <1-21-98; 8:45 am| 
eiCLING CODE «910-13-U 



DEPARTMENT OF HEALTH AND 
HUMAN SERVICES 

Food and Drug Administration 
21 CFR Part 310 

[Docket Nos. 75N-183F. 75N-183D, and 
80N-0280] 

RIN 0910-AA01 

Status of Certain Additional Over-the- 
Counter Drug Category H and !H Active 
Ingredients 

agency: Food and Drug Administration, 
l!HS. 

action: Final ruie. 

summary; The Food and Drug 
Administration (FDA) is issuing a final 
rule stating that certain ingredients in 
over-the-counter (OTC) drug products 
are not generally recognized as safe and 
effective or are misbranded. FDA is 
is.suing this final rule after considering 
(he reports and recommendations of 
various OTC drug advisory review 
panels and public comments on 
()roposed agency regulations, which 
were issued in the form of a tentative 
final monograph (proposed rule). Based 
on ihe absence of substantive comments 
in opposition to the agency's proposed 
nonmonograph status for these 
ingredients, ns well as the failure of 
interested parties to submit new data or 
information to FDA under the 
regulation, the agency has determined 
tiiat the presence of these ingredients In 
an OTC drug product would result in 
that drug product not being generally 
recognized as safe and effective oi' 
would result in misbranding. This final 
rule Is part of the ongoing review of 
OTC drug products conducted by FDA. 
OATES: Effeciive October 19, 1998. 

FOR FURTHER INFORMATION CONTACT: 
Gerald M. Rachanow, Center for Drug 
Evaluation and Research (HFD-560), 
Food and Drug Administration, 5G00 
Fi.shcrs Lane, Rockville, MD 20857. 
301-827-2307, 

SUPPtEMENTARY INFORMATION: 

I. Background 

In (he Federal Register of November 
7, 1990 (55 FR 46914), FDA published 
under§330.!0(3)(7)(ii) (2! CFR 
330.i0(a)(7)(ii)), a final rule on the 



status of certain OTC drug Category II 
and II! active ingredients. That final rule 
declared as not generally recogni 2 ted as 
safe and effective certain active 
ingredtents that had been proposed as 
nonmonograph (Category 11 or Category 
III) under the agency’s OTC drug review. 
T he periods for submission of 
comments and new data following the 
pub! ication of a notice of proposed 
rulemaking (NPRM) had closed and no 
significant comments or new data had 
been submitted to upgrade the status of 
these ingredients. In each instance, a 
final rule for the class of ingredients 
involved had not been published to 
date. 

In the Federal Register of May 10. 
i 993 (58 FR 27636), FDA published a 
final rule establishing that certain 
additional active ingredients in OTC 
drug products are not generally 
recognized as safe and effective or are 
misbranded. That final rule included 
active ingredients from a number of 
OTC drug rulemakings that were not 
covered by the November 7. 1990. final 
ruie. (See Table i (58 FR 27636 at 27639 
to 2764 J ) for a list of OTC drug 
rulemakings and active ingredients 
covered by that final rule.) 

At that time, tltere were other OTC 
drug review rulemakings for which the 
f«riod for submission of comments and/ 
or new data was still pending Those 
periods have now clo.scd. .md (here are 
a number of active ingredients (or which 
no significant comments or new data 
were submitted. In each instance, a final 
rule for the class of ingredients involved 
has not been published to date. This 
final rule addresses some of the 
Category It and Category II! active 
ingredients in those classes of 
ingredients, specifically active 
ingredients considered in ilie 
rulemaking.s for OTC vaginal 
contraceptive, first aid antiseptic, and 
antimicrobial diaper rash drug products. 

In the advance notice of proposed 
rulemaking (ANPRM) OTC vaginal 
contraceptive drug products (45 FR 
82014. December 12. 1980). the 
Advisory Review Panel on OTC 
Contraceptives and Other Vaginal Drug 
Products placed phenylmercuric acetate 
and phenylmercuric nitrate in Category 
1! for safety and placed dodecaethylene 
glycol monolaurate (polyethylene glycol 
600 monolaurate). Jaureth lOS. and 
mellioxypolyoxyeihyleneglycol 550 
lauraie in Category HI for efficacy. In the 
tentative final monograph (TFM) for 
OTC vaginal contraceptive drug 
products (60 FR 6892. February 3, 

1995). the agency proposed that ail of 
these ingredients be nonmonograph. In 
response to this TFM (NPRM). the 
agency received no comments or data 



relating to the safety and effectiveness of 
these ingredients. 

Jn the ANPRM for mercury containing 
drug products for OTC topical 
antimicrobial use (47 FR 436, January 5, 
1982), the Advisory Review Panel on 
OTC Miscellaneous Externa! Drug 
Products placed all mercury compounds 
in Category 11 for topical antimicrobial 
use. This included the following 
ingredients; Ammoniated mercuiy; 
calomel (mercurous chloride); 
mei'bromin (mercurochrome); mercuric 
chloride (bidiloride of mercury, 
mercury chloride): mercufenol chloride 
(oriho-chloromercuriphenol, oriho- 
hydroxyphenylmercuric chloride): 
mercuric salicylate: rriercuric sulfide 
(red mercuric sulfide); mercuric oxide, 
yellow; mercury: mercury chloride: 
mercury oleate; nitromersol; para- 
chloromercuriphenol: piienylmemiric 
nitrate; ihimerosai: vitromersol; and 
zyloxin. In the NPRM for OTC first aid 
antiseptic drug products (56 FR 33644, 
July 22. 1991), the agency proposed that 
all of these ingredients were either 
Category II or Category lil. In re,spon.se 
to this NPRM, the agency received no 
comments or data relating to tlie safety 
and effectiveness of these ingredients. 

In an amendment to the proposed 
rulemaking for OTC topical 
antimicrobiai drug products (55 FR 
25246. June 20, 1990), the agency 
projTosed that p-chloroinercurlphenol 
and ail other ingredients containing 
mercury were Category II for the 
treatment and prevention of diaper rash. 
In response to this NPRM, the agency 
received no comments or data relating 
to tlTe safety and effectiveness of these 
ingredients. 

II. Affected Rulemakings and Category 
II and in Ingredients 
Table I of litis document lists tlie titles 
and docket numbers of the specific 
rulemakings containing active 
ingredients (hat are addressed in this 
document, together with the publication 
dates of the ANPRM and the NPRM. as 
well as the closing dates for comments 
and submission of new data for each 
rulemaking, FDA advises that the active 
ingredients discussed In thi,s document 
(see Table II of section II of this 
document) will not be Inciudoci In ilie 
relevant final monographs because tiiey 
tiave not been siiown to be generally 
recognized as safe and effective for their 
intended use, Tire agency further 
advises that these ingredients should be 
eliminated from OTC drug product.^ C 
months after the date of publication in 
the Federal Register of this final rule 
regardless of whether further testing is 
undertaken tojustify future use. 
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The agency points out that 
publication of a final rule does not 
preclude a manufacturer’s testing an 
ingredient. New, relevant data can be 
submitted to the agency at a later dale 
as the subject of a new drug application 



that may provide for prescription or 
OTC marketing status. (See part 3 1 4 (2 1 
CFR part 3!4).) As an alternative, where 
there are adequate data establishing 
general recognition of safety and 
effectiveness, such data may be 



submitted in an appropriate citizen 
j>etition to amend or establish a 
monograph, as appropriate. (See § 10 30 
(21 CFR 10,30).) 



Table I,— OTC Drug Rulemakings covered by This Final Rule 



Rulemaking and aclion 


Putriication dale 


Commeni closing dale 


New data closing dale 


{ 1 ) Vagina/ contraceptive drug products 
(Docket No. 80N-0280) 

Advance notice of proposed rulemaking (ANPRM) 


December 12, 1960 { 


March 12, 1981 


Not applicable (N/A) 


Notice ol proposed rulemaking (NPRM) 


February 3, 1995 ' 


June 5, 1995 


February 5, 1996 


(2) F/rsi aid an!/sep(/c drug products 
(Docket No. 75N-0183) 

anprm 


January 5. 1982 


April 5. 1982 


N/A 


(Dockei No, 75N-183F) 
NPRM 


July 22. 1991 


January 2. 1 992 


1 July 22, 1992 


(3) Antimicrobial diaper rash drug products 
(Docket No. 75N-0183) 

ANPRM 


September 7. 1982 


Oece.mber 6. 1902 


JanoaryS, 1983 


(Dockei No. 75N-1830) 
NPRM 


June 20. 1990 


December 17, 1990 


June 20. 1991 



Based on ihe criteria discussed above, ingredients are not generally recognized when labeled as OTC drugs for the 
FDA concludes that the following as safe and effective and are misbranded following uses: 



Table IL— Ingredients Covered by This Final Rule 



Rulemaking and ingredients 


Ingredient ciassilication 


Advance notice of proposed rulemaking 


Notice of proposed rulemaktng 


( 1 ) First aid antiseptic drug products'. 
(Docket No. 7SN-183F) 
Ammonialed mercury 


11 


II 


Calomel (mercurous chloride) 




IN 


Merbromin (mercurochrome) 




III 


Mercufeno! chloride (ortho-chloromercuripherio!, ortho- 
hydroxyphenyimercuric chloride) 


II 


III 


Mercuric chloride (bichloride of mercury, mercury 
chloride) 


11 




Mercuric oxide, yellow 






Mercuric seticyiale 






Mercuric sulfide, red 






Mercury 


11 




Mercury oleale 


It 




Mercury sulfide 


II 




Nitfomersol 


II 




Para-chloromorcuriphenol 


II 


II 


Phenylmercuric nitrate 


II 




Thtmerosal 


il 


II 


Vtiromersol 


II 


II 


Zyioxin 






(2) Vaginal contraceptive drug products'. 

(Docket No. 80N-0280) 

Oodecaelhytene glycol monaiaurate) (polyethylene 
glycol 600 monolaurate) 


III 


III 


Laurelh lOS 






Melhoxypolyoxyethytenegtycot 550 laurale 




II 

II 


Phenylmercuric acetale 




Phenylmercuric nitrate 




(3) Antimicrobial diaper rash drug products: 
(Docket No. 75N-183D) 


NA 




Para-chlofomercuriphenoi 




Any other ingredient containing mercury 
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III, The Agency's Final Conclusions on 
Cer(ain OTC Drug Category II and III 
Ingredients 

No substantive comments or 
additional data have been submitted to 
the OTC drug review to support any of 
tlie ingredients listed in Table 11 of this 
document as being generally recognized 
as safe and effective for the specified 
OTC uses. The agency has determined 
that these ingredients should be deemed 
not generally recognized as safe and 
effective for OTC use before a final 
monograph for each respective drug 
category is established. Accordingly, 
any drug product containing any of 
these ingredients and labeled for the 
OTC use idemified in Table II of this 
document will be considered 
nonmonograph and misbranded under 
section 502 of the Federal Food, Drug, 
and Cosmetic Act {the act) (21 U.S.C. 
3521 and a new drug under section 
201(p) of the act (21 U.S.C. 321(p)} for 
which an approved application under 
section 505 of the act (2J U.S.C. 355} 
and part 314 of the regulations is 
required for marketing, As an 
alternative, where there arc adequate 
data establishing general recognition of 
safety and effectiveness, such data may 
be submitted in a citizen petition to 
amend the appropriate monograph to 
include any of the above ingredients in 
OTC drug products in Table II of this 
document. (See § 10,30.) Any OTC drug 
product containing any of the 
ingredients in Table il of this document 
and labeled for the use idemified in 
Table II of this document initially 
introduced or initially delivered for 
introduction Into Interstate commerce 
after the effective date of this final rule 
that is not the subject of an approved 
application will be in violation of 
sections 502 and 505 of the act and. 
(lierefore. subject to regulatory action. 
Further, any OTC drug product subject 
CO this final rule that is repackaged or 
relabeled after the effective dale of the 
rule would be required to be in 
compliance with the rule regardless of 
the dale the product was initially 
introduced or initially delivered for 
Introduction Into interstate commerce. 
Manufacturers are encouraged to 
comply voluntarily with the rule at ihe 
earliest possible dale. 

IV. Ana1y.sls of Impacts 
FDA has examined the impacts of the 
final rule under Executive Order 12866 
and the Regulatory Flexibility Act (5 
U.S.C. 603-612). Executive Order 12866 
directs agencies to assess all costs and 
benefits of available regulatory 
aiternatives and, when regulation is 
necessary, to select regulatory 



approaches that maximize net benefits 
(including potential economic, 
environmental, public health and safety, 
and other advantages: distributive 
impacts; and equity). Under the 
Regulatory Flexibility Act, If a rule has 
a significant impact on a substantial 
number of small entitles, an agency 
must analyze significant regulatory 
options that would minimize any 
significant impact of the rule on small 
entitles. 

Title II of tlie Unfunded Mandates 
Reform Act (2 U.S.C. 1501 ei seq.) 
rerjuires that agencies prepare a written 
statement and economic analysis before 
proposing any rule that may result in an 
expenditure in any 1 year by State, 
local, and tribal governments. In the 
aggregate, or by the private sector, of 
5 100 million (adjusted annually for 
inflation). 

The agency believes that this final 
rule is consistent with the principles set 
out in the Executive Order and In these 
two statutes. The purpose of this final 
rule Is to act on the proposed 
nonmonograph status of certain 
ingredients In advance of finalization of 
other monograph conditions In order to 
expedite completion of the OTC drug 
review. There are a limited number of 
products currently marketed that will be 
affected by this rule. Of the 1 7 mercury 
active iirgredients included in the final 
rule, the agency Is aware of 1 2 OTC drug 
products containing merbromin. I 
product containing phenylmercuric 
nitrate, and 7 products containing 
ihimerosal. These products are 
marketed by eight different 
manufacturers, most of which are 
considered small entities, using the U.S. 
Small Business Administration 
designation for this industry (750 
employees). The agency is not aware of 
any topical antimicrobial diaper rash or 
vaginal contraceptive drug products 
containing any of the active ingredients 
included in this final rule. 

Manufacturers of these products will 
no longer be able to market products 
containing the ingredients included in 
this final rule after Its effective date. 
While the manufacturers will incur a 
loss of revenue for these products, the 
agency believes ihe economic impact 
will be minimal for several reasons. A. 

C. Nielsen (Nielsen), a recognized 
provider of market research business 
information and analysis, maimairts 
product data from a sample of 4.000 
retail outlets selected to represent the 
geographical and retail characteristics of 
the U.S. OTC market. Based on these 
Nielsen data, the agency estimates that 
total sales for these products represent 
less than 0, 1 percent of all sales of OTC 
first aid drug products. For the affected 



companies, these product sales 
comprised less than 1 percent of OTC 
drug revenues. The industry has been 
aware of the status of these products 
since 1982. and ail of the manufacturers 
identified by FDA aiso produce 
products containing ingredients 
proposed for inclusion In the 
ntonograph. The lost sales from the 
norunonograph products are expected to 
be offset by increased sales of Ihe 
substitute products. 

The agency considered, but rejected, 
not acting on these ingredients in 
advance of tlie finalization of other 
monograph conditions. The final 
monographs for OTC topical 
antimicrobial and vaginal contraceptive 
drug products are noi expected to be 
completed for a period of time. The 
agency also considered publishing an 
additional notice specifying that the 
determinations on the Ingredients in 
this final rule would be included in a 
final rule prior to publication of a final 
rule including the determinations on 
tngredieni.s for which new data and 
information have been submitted. 
However, safety and effectiveness have 
not been established for the ingredients 
included in this current final rule and 
manufacturers have nol submitted the 
necessary data In response to earlier 
opportunities. The agency's experience 
has been that under these circumstances 
companies have not .submitted data in 
response to yet another opportunity. 
Consumers will benefit from the early 
removal from the marketplace of 
products containing ingredients for 
which safety and effectiveness have not 
been established. Consumers can i)ien 
purchase products containing only 
ingredients proposed for monograph 
status. Manufacturers who choose to 
reformulate or replace affected products 
will be able to use alternative 
Ingredients (hat are proposed as 
monograph conditions without 
Incurring any additional expense of 
clinical testing for those ingredients. As 
noted previously, FDA believes that 
most manufacturers currently produce 
such products. 

While this final rule may cause 
manufacturers to discontinue marketing 
or to reformulate some products prior to 
issuance of the applicable final 
monograph, these manufacturers have 
known for some time that If adequate 
data were not submitted to support 
safely and effectiveness, cessation of 
marketing of the current products would 
be required, in any event, when the final 
monographs are published. Because this 
rule imposes no additional reporting or 
recordkeeping requirements, no 
additional professional skills are 
necessary to comply. 
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TSie analysis shows that (his final rule 
is not economically significant under 
Executive Order 12866 and that the 
agency has considered the burden to 
small entities. Based on the above 
analysis, the agency does not believe 
that iiie majority of manufacturers will 
incur a significant economic impact. 
However, there may be a few that could 
incur significant reformulation costs or 
inventory losses Thus, this economic 
analysis, together with other relevant 
sections of this document, serves as the 
agency's final regulatory flexibility 
analysis, as required under the 
Regulatory Flexibility Act. Finally, this 
analysis shows that the Unfunded 
Mandates Reform Act does not apply to 
the final rule because it would not result 
in an expenditure In any i year by State, 
local, and (riba! governments, in the 
aggregate, or by the private sector, of 
$100 million. 

V, Environmental Impact 

The agency has determined under 2! 
CFR 25.3 1 (c) that this action is of a type 
that does not individually or 
cumulatively have a significant effect on 
the human environment. Therefore, 
neither an environmental assessment 
nor an environmental impact statement 
is required. 

List of Subjects !n 2! CFR Part 310 

Adinlnisiralivc practice and 
procedure, Drugs, Labeling, Medical 
devices, Reporting and recordkeeping 
requirements. 

Therefore, under the Federal Food, 
Drug, and Cosmetic Act and under 
authority delegated to the Commissioner 
of Food and Drugs, 21 CFR part 310 is 
amended as follows: 

PART 310— NEW DRUGS 

1. The authority citation for 21 CFR 
part 310 continues to read as follows; 

Authority: 21 U.S.C, 321,331.351, 352. 

353, 355, 356, 357, 3G0b-36Of, 360j. 36J(a), 
371, 374, 375, 379e:42 U.S.C. 216, 241. 

242(a), 262, 2G3b-263n, 

2. Section 310.545 is amended by 
adding paragraphs (a)(27) and (a){28). by 
revising paragrapf* (d) introductory text, 
by reserving par.igi.tjihs (d)(2C) and 
(d){27). and by adding paragraph (d){28) 
to read as follows; 

§ 310.545 Drug products containing 
certain active ingredients offered over-the- 
counter (OTC) for certain uses. 

(a) • * • 

(27) Topics! antimicrobiaJ drug 
products~(\) First aid antiseptic drug 
products. 

Aminonlated mercury 
Calomel (mercurous chloride) 



Merbromln (mercurochrome) 
Mercufenol chloride {ortho- 
chloromercuriphenol, ortho- 
hydroxyphenylmercurlc chloride) 
Mercuric chloride (bichloride of 
mercury, mercury chloride) 

Mercuric oxide, yellow 
Mercuric salicylate 
Mercuric sulfide, red 
Mercury 
Mercury olcate 
Mercury sulfide 
Niiromersol 

Para-chloromercuriphenol 

Phenylmercuric nitrate 

Thlmerosal 

Vitromersol 

Zyloxin 

(li) Diaper rash drug products. 
Para-chloromercuriphenol 
Any other ingredient containing 
mercury 

(28) Vaginal contraceptive drug 
products. 

Dodecaeihylene glycol tnonolaurate 
(polyethylene glycol 600 monolaurate) 
Laurelh lOS 

Methoxypolyroxyethyleneglycol 550 
laurate 

Phenylmercuric acetate 
Phenylmercuric nitrate 
Any other ingredient containing 
mercury 

(d) Any OTC drug product that is not 
in compliance with this section Is 
subject to regulatory action if initially 
introduced or initially delivered for 
Introduction to interstate commerce 
after the dates specified in paragraphs 
(d)(1) through (d)(28) of thissection. 

(28) October 22. 1998, for products 
subject to paragraphs (a)(27) and (a)(28) 
of this section. 

Dated; April 8. 1998. 

William K. Hubbard. 

Associate Commissioner Cor Policy 
Coordination 

(FR Doc. 98- 10578 Filed 4-21-98; 8:45 am| 
eiLUKO CODE 4160-01-r 



DEPARTMENT OF THE INTERIOR 

Office of Surface Mining Reclamation 
and Enforcement 

30 CFR Part 938 
(PA-112-FOR) 

Pennsylvania Regulatory Program 

AGENCV: Office of Surface Mining 
Reclamation and Enforcement (OSM). 
Interior, 

ACTION; Final rule; approval of 
amendments. 



SUMMARY: OSM is approving, with 
certain exceptions, a proposed 
amendment to the Pennsylvania 
permanent regulatory program 
(hereinafter referred to as the 
Pennsylvania program) under the 
Surface Mining Conlrol and 
Reciamation Act of i977 (SMCRA). The 
amendment revises the Pennsylvania 
program to incorporate changes made by 
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i 14. The amendment is intended to 
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refuse disposal in areas previously 
affected by mining which contain 
poliutionaJ discharges. 
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II. Submission of the Amendmeni. 

III. Director's Findings. 

IV. Summary and Disposition of Contmenis 

V. Director's Decision. 

Vi Procedural Determinations. 

I. Background on Ihe Pennsylvania 
Program 

On July 31 , 1 982. the Secretary of the 
Interior conditionally approved the 
Pennsylvania program. Background 
Information on the Pennsylvania 
program mclucling the Secretary's 
findings, the disposition of comments, 
and a detailed explanation of the 
conditions of approval of the 
Pennsylvania program can be found in 
(he July 30, 1982, Federal Regisier (47 
FR 33050), Subsequent actions 
concerning the conditlon-s of approval 
and program amendments are identified 
at 30 CFR 938. 1 1 , 938. 1 2, 938. ! 5 and 
938.16, 

II, Submission of tbe Amendment 
[)y (l.iinii Snptambar 14, 1995 

(Adminlstraiive Record Number PA 
837-01). Penri-sylvania submitted an 
amendment to the Pennsylvania 
program. The amending language is 
contained in Pennsylvania House Bill 
1075 and was enacted Into Pennsylvania 
law as Act 1994-124, The amendments 
change Pennsylvania's Coal Refuse 
Disposal Act (of September 24, 1968 
(P.L. 1040. No, 318) and amended on 
October 10. 1980 fP'.L, 807. No. I54J) to 
provide for authorization for refuse 
disposal in areas previously affected by 
mining which contain poliulionai 
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Mr. Burton. Thank you, Dr. Fischer. You’ve heen doing yeo- 
man’s service in this area, and I really appreciate it. 

Dr. Deth, you were supposed to also bring testimony from this 
recent study. Could you quickly go into that? 

STATEMENT OF MADY HORNIG, M.D., PH.D., ASSISTANT 
PROFESSOR OF EPIDEMIOLOGY, COLUMBIA UNIVERSITY 

Mr. Deth. Yes, thank you. I was asked by Dr. Mady Hornig to 
provide her summary, and I’ll do that now. 

Mr. Burton. OK. 

Mr. Deth. Chairman Burton, Congresswoman Watson and mem- 
bers of the subcommittee, thank you for the opportunity to submit 
for the record this statement regarding our new animal model of 
the toxicity of thimerosal and its implications for human health. I 
regret that I am unable to personally present this testimony due 
to a family medical emergency. 

Our work addresses whether genes are important in determining 
if mercury exposures akin to those in childhood immunizations can 
disrupt brain development and function. I also submit for the 
record an electronic copy of the first paper published on this animal 
model in the Nature Publishing Group Journal Molecular Psychia- 
try. 

The premise of our research is that if mercury in vaccines creates 
risks for neurodevelopmental disorders such as autism, genetic dif- 
ferences are likely to contribute to that risk. We built upon an ex- 
tensive existing literature on toxicity of other forms of mercury in 
in-bred mouse strains that affirmed the importance of specific 
genes controlling immune responses in determining mercury-in- 
duced autoimmune outcomes in mice. 

Earlier studies, however, did not use the form of mercury present 
in vaccines known as thimerosal, and did not consider whether 
intramuscular repetitive administration during early post-natal de- 
velopment, when the brain and immune systems are still maturing, 
might intensify toxicity. Based on reports of immune disturbances 
and family history of autoimmune disease in a subset of children 
with autism, we hypothesize that immune response genes linked to 
mercury immunotoxicity in mice would predict damage following 
low dose vaccine based mercury in our mouse model. 

Our predictions were confirmed. Using thimerosal dosages and 
timing that approximated the childhood immunization schedule, 
our model of post-natal thimerosal neural toxicity demonstrated 
that the genes in mice that predict mercury-related immunotoxicity 
also predicted neurodevelopmental damage. 

Features reminiscent of those observed in autism occurred in the 
mice of the genetically sensitive strain, including generalized be- 
havioral impoverishment and abnormal reaction to novel environ- 
ments, enlargement of the hippocampus, a region of the brain in- 
volved in learning and memory, correlation of hippocampal enlarge- 
ment with abnormalities in exploration and anxiety, increased 
packing density of neurons in hippocampus and disturbances in 
glutamate receptors and transporters. 

Only mice carrying the H2 susceptibility gene showed these au- 
tism-like effects. Two mouse strains with different H2 genes did 
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not demonstrate adverse consequences following thimerosal expo- 
sure. 

It’s important to empathize that these animal model studies do 
not provide conclusive evidence regarding a link between mercury 
exposure and human autism. Nonetheless, the finding that a spe- 
cific genetic constraint profoundly alters the brains and behavior of 
thimerosal-exposed mice confirms the biological plausibility of thi- 
merosal neurotoxicity, provides critical guidance for the interpreta- 
tion of existing epidemiologic investigations into the potential asso- 
ciation of thimerosal with neurodevelopmental disorders, and sug- 
gests important new avenues for future research. 

Our work implies that if genetic factors are operative in mediat- 
ing a link between thimerosal and autism in humans, then studies 
that fail to consider genetic susceptibility factors will be com- 
promised in their ability to detect a statistical significant effect, 
even if one exists. 

Recent findings presented at scientific meetings but as yet un- 
published suggest that thimerosal neurotoxicity in susceptible mice 
involves the generation of auto-antibodies targeting brain compo- 
nents. This autoimmune response persists long after the presence 
of mercury can no longer be detected. 

If confirmed, these findings will enable us to develop a human 
diagnostic test to determine whether some individuals with autism 
have similar autoantibodies present in their peripheral blood. Such 
work would not only bring us a step closer to identifying the genes 
associated with thimerosal neurotoxicity in humans, facilitating 
prevention programs, it would also validate the utility of this ani- 
mal model for the development of safe and effective modes of inter- 
vention. 

It is highly likely that the neurotoxic effects of cumulative mer- 
cury burden, including exposure to other sources or forms of mer- 
cury, follow similar patterns of genetic restriction. It’s also likely 
that similar genetic factors influence the neurotoxicity observed fol- 
lowing exposure to xenobiotics other than mercury. Age, develop- 
mental status and the time of exposure, nutritional factors and 
gender are known to influence outcomes. 

We have limited ability to explain the interplay of such factors 
in humans. Consider the example of the disparate cognitive out- 
comes reported in children in the Faroe Islands and the Seychelles 
after similar prenatal methylmercury exposures. The reasons for 
this divergence remain unclear. The design of future epidemiologic 
studies must take into account the possibility of multiple xenobiotic 
exposures as well as the influence of factors that modulate risk. 
Our studies have important implications for understanding the role 
of gene-environment interactions in the pathogenesis of autism and 
related neurodevelopmental disorders. 

I refer subcommittee members to our recent publication in Molec- 
ular Psychiatry where experimental findings and their implications 
are discussed in more detail. Thank you for your attention, Mady 
Hornig, New York, NY. 

[The prepared statement of Dr. Hornig follows:] 
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CONGRESSIONAL TESTIMONY 

U.S, HOUSE OF REPRESENTATIVES 
THE SUBCOMMITTEE ON HUMAN RIGHTS AND WELLNESS 
COMMITTEE ON GOVERNMENT REFORM 

SEPTEMBER 8, 2004 HEARING 

TRUTH REVEALED: 

NEW SCIENTIFIC DISCOVERIES 
REGARDING MERCURY 
IN MEDICINE AND AUTISM 

submitted by: 

Mady Hornig, MD 
Director of Translational Research 
Jerome L. and Dawn Greene Infectious Disease Laboratory 

and 

Associate Professor of Epidemiology 
Mailman School of Public Health 
Columbia University 

Chairman Burton, Congressman Watson, and Members of the Subcommittee, 
Thank you for the opportunity to submit for the record this statement regarding 
our new animal model of the toxicity of thimerosal (ethylmercury preservative in 
vaccines) and its implications for human health. I regret that I am unable to 
personally present this testimony today due to a family medical emergency. Our 
work addresses whether genes are important in determining if mercury 
exposures akin to those in childhood immunizations can disrupt brain 
development and function. I also submit for the record an electronic copy of the 
first paper published on this animal model in the Nature Publishing Group journal, 
Molecular Psychiatry (Hornig M, Chian D, Lipkin Wl. Neurotoxic effects of 
postnatal thimerosal are mouse strain dependent. Mol Psychiatry 2004;9:833- 
845). 

The premise of our research is that if mercury in vaccines creates risk for 
neurodeveiopmental disorders such as autism, genetic differences are likely to 
contribute to that risk. We built upon an extensive, existing literature on toxicity of 
other forms of mercury in inbred mouse strains that affirmed the importance of 
specific genes controlling immune responses (major histocompatibility complex, 
or MHC) in determining mercury-induced autoimmune outcomes in mice. Earlier 
studies, however, did not use the form of mercury present in vaccines, known as 
thimerosal, and did not consider whether intramuscular, repetitive administration 




197 



during early postnatal development, when the brain and immune systems are still 
maturing, might intensify toxicity. Based on reports of immune disturbances and 
family history of autoimmune disease in a subset of children with autism, we 
hypothesized that immune response genes linked to mercury immunotoxicity in 
mice would predict damage following low-dose, vaccine-based mercury in our 
mouse model. 

Our predictions were confirmed. Using thimerosal dosages and timing that 
approximated the childhood immunization schedule, our model of postnatal 
thimerosal neurotoxicity demonstrated that the genes in mice that predict 
mercury-related immunotoxicity also predicted neurodeveiopmental damage. 
Features reminiscent of those observed in autism occurred in the mice of the 
genetically sensitive strain, including; generalized behavioral impoverishment 
and abnormal reaction to novel environments; enlargement of the hippocampus, 
a region of the brain involved in learning and memory; correlation of hippocampal 
enlargement with abnormalities in exploration and anxiety; increased packing 
density of neurons in hippocampus; and disturbances in glutamate receptors and 
transporters. Only mice carrying the H-2® susceptibility gene showed these 
autism-like effects (SJL/J mice). Two mouse strains with different H-2 genes 
(C57BL6/J mice, H-2‘’; BALB/cJ mice, H-2“) did not demonstrate adverse 
consequences following thimerosal exposure. 

It is important to emphasize that these animal model studies do not provide 
conclusive evidence regarding a link between mercury exposure and human 
autism. Nonetheless, the finding that a specific genetic constraint profoundly 
alters the brains and behavior of thimerosal-exposed mice confirms the biological 
plausibility of thimerosal neurotoxicity, provides critical guidance for the 
interpretation of existing epidemiologic investigations into the potential 
association of thimerosal with neurodeveiopmental disorders, and suggests 
important new avenues for future research. Our work implies that if genetic 
factors are operative in mediating a link between thimerosal and autism in 
humans, then studies that fail to consider genetic susceptibility factors will be 
compromised in their ability to detect a statistically significant effect even if one 
exists. 

Recent findings, presented at scientific meetings but as yet unpublished, suggest 
that thimerosal neurotoxicity in susceptible mice involves the generation of 
autoantibodies targeting brain components. This autoimmune response persists 
long after the presence of mercury can no longer be detected. If confirmed, these 
findings will enable us to develop a human diagnostic test to determine whether 
some individuals with autism have similar autoantibodies present in their 
peripheral blood. Such work would not only bring us a step closer to identifying 
the genes associated with thimerosal neurotoxicity in humans, facilitating 
prevention programs, it would also validate the utility of this animal model for the 
development of safe and effective modes of intervention. 
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It is highly likely that the neurotoxic effects of cumulative mercury burden, 
including exposure to other sources or forms of mercury (thimerosal in products 
other than vaccines; methylmercury in contaminated fish), follow similar patterns 
of genetic restriction; it is also likely that similar genetic factors influence the 
neurotoxicity observed following exposure to xenobiotics other than mercury 
(e.g., PCBs, the PBDEs used as flame retardants in computers, and infectious 
agents). Age and developmental status at the time of exposure, nutritional 
factors, and gender are also known to influence outcomes. We have limited 
ability to explain the interplay of such factors in humans; consider the example of 
the disparate cognitive outcomes reported in children in the Faroe Islands and 
the Seychelles after similar prenatal methylmercury exposures. The reasons for 
this divergence remain unclear. The design of future epidemiologic studies must 
take into account the possibility of multiple xenobiotic exposures as well as the 
influence of factors that modulate risk. Our studies have important implications 
for understanding the role of gene-environment interactions in the pathogenesis 
of autism and related neurodevelopmental disorders. 

I refer Subcommittee Members to our recent publication in Molecular Psychiatry 
where experimental findings and their implications are discussed in more detail. 

Thank you for your attention. 

Mady Hornig, MD 
New York, NY 
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Mr. Burton. Thank you, Dr. Doth. And thank her for her re- 
search. We really appreciate that. 

Mr. Deth. Thank you. 

Mr. Burton. So what she’s saying is, if there’s a genetic possibil- 
ity that the mercury in these mice can cause autistic like symp- 
toms? 

Mr. Deth. That’s right. The theme of her work, which parallels 
the theme of part of what I mentioned as well, is that genetic fac- 
tors that are probably exclusively or highly over-represented in au- 
tistic children are in fact giving them a higher vulnerability to thi- 
merosal, as they were in her mouse model. And her mouse had cer- 
tain genetic factors, autistic children no doubt have their own ge- 
netic factors that bring risk to their metal exposure. 

Mr. Burton. In the charts that you showed earlier, it showed 
two children from the same family. One had evidently genetic risk 
factors that the other one didn’t, and as a result they suffered au- 
tism while the other one didn’t. So that’s, you think, pretty com- 
mon among the population? 

Mr. Deth. At this point, we’ve only analyzed about half a dozen 
such paired siblings, that is, siblings of the same sex that either 
did or didn’t develop autism. So far we have found a correlation 
with thimerosal sensitivity, a higher thimerosal sensitivity and the 
occurrence of autism. 

At the same time, in that same larger set that we hope to even- 
tually get data on, a bigger data set, we can see the presence of 
these genetic risk factors as polymorphisms in the very same genes 
that affect this methylation process that thimerosal inhibits. So we 
are able now in a small number of families to show that genes do 
make a difference and where they do affect the outcome has to do 
with the methylation and thimerosal sensitive methylation path- 
ways. 

Mr. Burton. You said B12 administered in a certain way does 
help cure or clean out the autistic problem in children? 

Mr. Deth. A remarkable finding presented about a year and a 
half ago by Dr. James Neubrander at a meeting of Defeat Autism 
Now, or DAN meeting, was that when he administered methylB12 
injections to children in his autism practice, that a significant num- 
ber of them, that he estimated to be at least 75 percent, experi- 
enced significant improvement in their autism symptoms. In a fol- 
lowup presentation, he indicated that there was again a significant 
number of those who were so well benefited that the independent 
neurologists’ evaluation concluded that they no longer had autism. 

Now, this is not a large proportion that in fact were off the au- 
tism spectrum. But it is significant that even the numbers that he 
found were able to be so significantly improved that they could be 
thought to be autism-free. But they were still under treatment with 
methylB12. 

Mr. Burton. So some children can be helped, but it’s not a cure- 
all? 

Mr. Deth. That’s easily said. It’s unfortunate that it isn’t even 
effective for a larger number of children. But it is effective for 
many. 

Mr. Burton. If thimerosal, or the mercury, is indeed the culprit 
for causing some of this autism, and from Dr. Just obviously, it’s 
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not the only cause of autism, why do you think the lOM committee 
gave it a clean bill of health? 

Mr. Deth. As has been reviewed here, the lOM report very clear- 
ly says that their conclusion was based simply on a subset of the 
epidemiologic studies that they valued at a higher level than other 
studies, as you pointed out earlier. The hypotheses or the scientific 
data, in fact, that they did not include in their consideration they 
branded as speculative. 

I suppose it is speculative in that this information has not been 
out in the literature for more than a year or a year and a half. But 
in fact, it is not speculative, it’s hard science. Their conclusions 
were simply based upon epidemiologic studies that they selected. 

Mr. Burton. They were very selective in their findings? 

Mr. Deth. It appears to me personally that they had a mission 
to preserve vaccine reputation and that they were willing to turn 
a blind eye to the body of information indicating that thimerosal 
could have caused autism in a sub-population for the greater bene- 
fit. 

Mr. Burton. You’re being very diplomatic. 

Mr. Deth. I’m trying to be subjective on that matter. 

Mr. Burton. In other words, they would listen to the ones that 
were going to benefit certain people that they wanted to benefit, 
and they turned their eyes away from the five studies that showed 
that there was a correlation. 

Dr. Just, you were talking about this under-connectivity in the 
brains of autistic individuals. Do you think, and this has nothing 
to do with the mercury in vaccines, but it is interesting, do you 
think that they will be able to correct that in people in the future? 

Mr. Just. Yes, in two ways. First of all, in the short run, I think 
we can design therapies, and test them of course, that might be 
more effective than current therapies. It’s not going to be the cure- 
all. But I think there are ways to promote the kind of thinking to 
get those key players to work together in the face of and in spite 
of the under-connectivity. 

As you say, I don’t know the exact number of people who have 
autism now. They need to have the most effective treatment pos- 
sible given them. I think that’s one possible outcome of this kind 
of research. 

But in the slightly longer run, can we hope to cure it? I think 
not next year but in the long run, I think we can. And I think the 
way to do it is through a science called converging methods. Many, 
many kinds of evidence that point to the same thing, that’s how 
you can be most sure, I think. 

Mr. Burton. If you have somebody who has had their brain cells 
killed, in part, by mercury, could that be one of the reasons why 
you have this non-connectivity between the two portions? 

Mr. Just. There are definitely abnormalities in brain cells in peo- 
ple with autism. 

Mr. Burton. The causes we’re not sure of. 

Mr. Just. That’s right. But let me tell you one of the remarkable 
things about the brain. It has tremendous plasticity. People have 
a stroke and you can just visibly see an enormous number of brain 
cells being killed right then and there. And you see sometimes, not 
in everybody, sometimes you see a remarkable recovery. 
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Mr. Burton. Regeneration. 

Mr. Just. I don’t know about regeneration. Other parts of the 
brain taking over. I’ve seen this in my own research in stroke re- 
covery, and I think you can promote some of this. So I think there 
is tremendous potential there for that kind of therapy. 

Mr. Burton. Ms. Redwood, we appreciate your being with us 
again. You provided the subcommittee a newly released report from 
SafeMinds, outlining the last 5 years of research. In your opinion, 
did the CDC take this possible thimerosal-autism connection seri- 
ously? Did they pay any attention to that? Did they look at it? 

Ms. Redwood. Mr. Chairman, they did look at the issue. My con- 
cern is that what they saw was so disturbing to them, it was an 
unthinkable thought that a program that had been so successful 
that it could have possibly caused injury. I think it was an un- 
thinkable thought for CDC. And when they saw this initial data, 
it was so disturbing to them that they purposefully went about de- 
vising methods for that data to no longer be significant. 

There’s a number of manipulations that they did to that data 
along the 3 years or 4 years that they had it that made those high- 
ly statistically significant dose dependent relationships between ex- 
posure to thimerosal and adverse neurodevelopmental outcomes 
slowly go away with each new generation. So I think in my per- 
sonal opinion they didn’t want to find the truth. 

Mr. Burton. Well, I think they’re aware of the problem to a 
much greater degree than any of us would like to believe. When we 
passed the Homeland Security Bill, and I’ve brought this up at 
committee hearings before, at the 11th hour, this committee wrote 
most of the Homeland Security Bill, and at the 11th hour late at 
night, they put a provision in the bill which would protect pharma- 
ceutical companies from lawsuits pending from a component part 
of a vaccination, i.e. thimerosal, which was a preservative. And 
that, had it been passed into law, would have protected them from 
any type of legal remedy from these people who have been dam- 
aged, like your son or my grandson. 

And we were able to get that out in the Senate and it’s not the 
law. So there is still a liability exposure there, and it’s more of, if 
Congress and the people in the industry that are doing this re- 
search, and come up with a compromise that would protect them 
from large class action lawsuits which could put some of them out 
of business if this is ever proven beyond a reasonable doubt, and 
a solution that would help the people who have been damaged like 
your son and my grandson, by giving them restitution. 

We passed what we called the Vaccine Injury Compensation 
Fund back in the 1980’s, which was designed to help people who 
were damaged. That fund now has probably $3 billion in it. That 
may not be enough to be able to take care of all the children who 
have been damaged, or the people who have been damaged by vac- 
cines. 

But when, and I’m not saying if, but I believe when it’s proven 
that the mercury in vaccines has been a major contributing factor 
to these damaged kids, then there’s going to be a tremendous 
amount of liability exposure for these pharmaceutical companies 
and then they’re going to be out there all by themselves. That’s 
why I suggested to them that we try to beef up the Vaccine Injury 
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Compensation Fund and at the same time that we could protect 
them from class action lawsuits, as long as they took care of the 
people that were damaged. 

And then finally, get the mercury out of everything. Get it out 
of all vaccinations so that future generations of kids aren’t going 
to he damaged. 

We’re not there yet, but with the body of evidence that’s being 
developed by you. Dr. Deth, and the doctor that did the mice study, 
the body of evidence is growing. It’s going to be, in my opinion, con- 
clusive enough in the not too distant future that they’re going to 
be put in this position. 

So I’d just like to say, and I’m sure there’s nobody from the phar- 
maceutical industry here today, well, maybe there is, it’s time for 
them to sit down with the Members of Congress and people who 
are working in this area, and try to work out a way to beef up the 
Vaccine Injury Compensation Fund, No. 1, No. 2, get mercury out 
of all vaccinations or anything that goes into the human body, and 
third, we would be willing then to protect them from these class 
action lawsuits. 

And Dr. Fischer, you and I have been friends and worked on this 
for a long, long time. That would include, I believe, getting mercury 
out of anything that goes into the body, including amalgams. It 
seems to me unbelievable that when you can’t take the refuse from 
a mercury filling and flush it down the drain because it’s so toxic, 
and you don’t want to get it into the groundwater supply, that you 
have to put it into a container to protect the people from the con- 
tamination, that they put it in our mouths and say that if the fill- 
ing cracks or if the vapors from it, that they are not going to dam- 
age the human brain. It just doesn’t make sense to me. 

In any event, do any of you have any last comments you’d like 
to make before we call this hearing closed? What’s that? Do we 
have that? 

For the media and anybody else, we have a video that we got 
from a research group in Canada. I’d like to show that one last 
time, because this may be the last hearing we’ll have this year on 
this subject. So could we play that? It shows what happens when 
a minute amount of mercury is put in close proximity to a brain 
cell. So if we could run that real quickly. 

[Video presented.] 

Mr. Burton. I think that shows pretty clearly, and that was in 
1999, that’s been 5 years ago, and we showed that to the CDC and 
the FDA and HHS, and they have paid virtually no attention to it. 

Dr. Fischer, I’ll let you make a final comment then we’ll adjourn. 

Dr. Fischer. Thank you. I wanted to make one brief comment 
about that video. That’s a study that our Academy helped fund. Dr. 
Fritz Larshager, the lead investigator on that, told us actually at 
a hearing here about a year ago when he testified before this com- 
mittee that the amount of mercury that was used in that experi- 
ment was 1 million times less than the amount of mercury that is 
entranced the body on a daily basis from dental fillings. One mil- 
lion times less. 

Mr. Burton. Anybody else have any final comments you’d like 
to make? Yes, Dr. Deth. 
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Mr. Deth. In relation to Dr. Just’s presentation, even though it 
didn’t include thimerosal, I would like to just point out that the 
synchronization of brain waves seems to be a process that this 
methylation pathway involving dopamine receptors is also involved 
in. So it’s interesting to me, and I didn’t actually know Dr. Just be- 
fore this morning, that you would see impairment of the syn- 
chronized brain activity that fits very well with impairment of 
methylation. 

The other aspect that also makes his work link to ours is the fact 
that the synthesis of myelin, the white matter that was lower in 
autism in his study, and the corpus callosum is also dependent 
upon methylation. So an insult to that system could account for re- 
duced white matter, as well as reduced synchronization of brain ac- 
tivity that would contribute to autism. 

Mr. Burton. Thank you. Dr. Deth. Dr. Just. 

Mr. Just. I’d like to take the opportunity to express our tremen- 
dous appreciation of the individuals with autism and their families 
who have participated in our studies and others. This is just a criti- 
cal contribution to understanding autism, treating it effectively, 
finding a cure. We want to encourage others to do so. The pace of 
progress is only as fast as the number of individuals who volunteer 
increases. That can’t be over-emphasized. 

Mr. Burton. Well, we would encourage anybody who has an au- 
tistic child or who has autism in their family to participate in those 
kinds of studies. They’re not dangerous, there’s no danger involved, 
but it is going to be helpful long term. 

Ms. Redwood, do you have any last comments? 

Ms. Redwood. Yes, and again I apologize for going over my pres- 
entation. It’s just impossible 

Mr. Burton. That’s all right. We understand your enthusiasm. 

Ms. Redwood [continuing]. To sum up 5 years in 5 minutes. But 
one of the things that concerns us at SafeMinds is the creation of 
the Brighton Collaboration. We would ask for your help in contact- 
ing CDC to look into this further. 

Mr. Burton. We will. In fact, the reports that we have, all this 
is going to be sent over to the CDC along with a number of ques- 
tions, and to FDA. And we’re going to ask them to respond. I’m not 
optimistic we’re going to get any big change in their attitudes, but 
as the scientific research continues, I think it’s going to become 
very evident that mercury is a major contributing factor to these 
neurological disorders, including autism. 

Like I said before, I just don’t understand the pharmaceutical in- 
dustry, when we’ve already reached out to them to try to find a so- 
lution to this problem, getting mercury out of all vaccines, getting 
it out of amalgams, creating a fund, increasing the fund so we can 
take care of these people who have been damaged, and then finally, 
if they do that, protecting them from class action lawsuits, I just 
don’t understand the down side to any of that. Nevertheless, we’re 
not getting much response from them. 

But we will continue working on this, and I thank you all for 
your diligence and your hard work. We stand adjourned. 

[Whereupon, at 1:10 p.m., the subcommittee was adjourned.] 

[The prepared statement of Hon. Elijah E. Cummings and addi- 
tional information submitted for the hearing record follow:] 
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Statement of Congressman Elijah E. Cummings 
House Government Reform 
Subcommittee on Human Rights and Wellness Hearing 

On 

“Truth Revealed: New Scientific Discoveries Regarding Mercury in 
Medicine and Autism” 

September 8, 2004 at 10:00 a.m. 



Thank you, Mr. Chairman. 



I want to thank you for holding this hearing to discuss new scientific 
findings about the effects mercury has on the body. I look forward to 
learning more about any alleged relationship between mercury in pediatric 
vaccines and dental amalgam to autism. 



Although extensive research on autism continues to occur at federal 
agencies, such as the Centers for Disease Control and Prevention, the 
National Institutes of Health, and educational institutions such as the Center 
for Development and Behavior Learning at the University of Maryland 
School of Medicine in Baltimore, the causes of autism remain unknown. 



However, the growing awareness of autism, especially through this 
Committee, is leading to different scientific delving into the possible causes 
of this developmental disorder. 
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In fact, recent concerns have centered around the use of dental amalgam, 
otherwise known as “silver fillings,” which are made up of about 50% 
mercury. Although dental amalgams have been widely used for over 150 
years, improved dental health over the last few decades has led to the use of 
alternative materials. The concern is that dental amalgams give off a 
mercury vapor that could possibly be absorbed by a patient. The Center for 
Disease Control (CDC) has not ruled out that this absorption may be 
harmful, since there are insufficient human studies to determine otherwise. 
The National Institutes of Health (NIH) is currently conducting such a study 
and the results, which will prove critical to the dental amalgam safety 
debate, should be available in 2005. 

The number of documented children suffering from autism is 1 out of every 
166 and the rates of autism diagnosis are continually rising in every state. 

As such, it is important that research and awareness continue in the medical 
and educational community. Hearings such as this help to raise awareness, 
while shedding light on the different theories related to the causes of autism. 
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The witnesses here before us today are experts, and I look forward to 
hearing from them as they discuss the effects that mercury has on the body, 
and its possible link to autism. 



Thank you, Mr. Chairman, for holding this hearing. 



I yield back the balance of my time. 
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Thimerosal Exposure in Infants and Developmental Disorders: 
A Prospective Cohort Study in the United Kingdom Does Not 
Support a Causal Association 



Jon Heron, PhD; and jean Golding, jySc; and the ALSPAC Study Team 



ABSTRACT. Objective. There is an established link 
between exposure to mercury and impaired childhood 
cognitive development and early motor skills. Thimero- 
sai (also known as thiomersal), a preservative used in a 
number of children's vaccines, contains ethylmercury (an 
organic compound of mercury), and there has been con- 
cern that this exposure to mercury may be of some det- 
riment to young children. The aim of this research was to 
test in a large United Kingdom population-based cohort 
whether there is any evidence to justify such concerns. 

Methods. We used population data from a longitudi- 
nal study on childhood health and development. The 
study has been monitoring >14 000 children who are 
from the geographic area formerly known as Avon, 
United Kingdom, and were delivered in 1991-1992. The 
age at which doses of thimerosal-containing vaccines 
were administered was recorded, and measures of mer- 
cury exposure by 3, 4, and 6 months of age were calcu- 
lated and compared with a number of measures of child- 
hood cognitive and behavioral development covering the 
period from 6 to 91 months of age. 

Results. Contrary to expectation, it was common for 
the unadjusted results to suggest a beneficial effect of 
thimerosal exposure. For example, exposure at 3 months 
was inversely associated with hyperactivity and conduct 
problems at 47 months; motor development at 6 months 
and at 30 months; difficulties with sounds at 81 months; 
and speech therapy, special needs, and "statemenling" at 
91 months. After adjustment for birth weight, gestation, 
gender, maternal education, parity, housing tenure, ma- 
ternal smoking, breastfeeding, and ethnic origins, we 
found 1 result of 69 to be in the direction hypothesized — 
poor prosocial behavior at 47 months was associated with 
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exposure by 3 months of age (odds ratio: 1.12; 95% con- 
fidence interval: 1.01-1.23) compared with 8 resuits that 
still supported a beneficial effect. 

Ctmc/iisions. We could find no convincing evidence 
that early exposure to thimerosal had any deleterious 
effect on neurologic or psychological outcome. Pediatrics 
2004;114:577-583; ALSPAC, cohort study, neurodevelop- 
ment, safety, thimerosal, thiomersal, niercun/, vaccines. 



ABBREVIATIONS. wDTP. whole-cell diphtheria/tetanus/pertus- 
sis; DT, diphtheria/tetanus; ALSPAC, Avon Longitudinal Study 
of Parents and Children; DTP, diphtheria /tetanu.s /pertussis; 
SDQ, Strengths and Difficulties Questionnaire; OR, odds ratio; Cl, 
confidence interval. 



T hiomersal (thimerosal in the United States) is a 
preservative tJiat is used in a range of chil- 
dren's vaccines and contains ethylmercury, an 
organic compound that is metabolized into mercury. 
High doses of a related organic mercury-containing 
compound methylmercury (MeHg) are toxic as 
shown after manmade disasters such as Minimata 
and Iraq.* However, there is also evidence that lower 
doses of MeHg can have adverse effects on child- 
hood development if exposed in utero or in the early 
months of life. This stems from work-focused com- 
munities such as the Fari?es,^ who consume large 
quantities of fish and whale meat, although these 
findings have not been replicated in studies in the 
Seychelles among communities also dependent on 
fish.* 

It has been suggested that low doses of ethylmer- 
cury might have a similar effect on childhood cogni- 
tive development as methylmercury; however, there 
is little evidence to support this claim,^ Moreover, 
ethylmercury is more quickly metabolized and evac- 
uated from the body than methylmercury.^ 

Current guidelines on safe exposure to thimerosal 
have been extrapolated from data on methylmercury 
and are varied, from 0.1 /xg/kg/day of the En\ iron- 
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mental Protection Agency in the United States to 0.47 
/xg/kg/day of the World Health Organization.^ Be- 
fore the change to thimerosal-free vaccines, US chil- 
dren could have been exposed to levels as high as 
187.5 |Ug by the time they were 6 months of age, 
exceeding the Environmental Protection Agency 
guidelines. In the United Kingdom, the only vaccines 
that contain thimerosal and have been routinely used 
in the past 2 decades are whole-cell diphtheria /tet- 
anus/pertussis {wDTP) vaccine or diphtheria-teta- 
nus (DT) vaccine and any combination vaccine con- 
taining wDTP or DT. Although the United Kingdom 
exposure is lower by 6 months, the accelerated 
United Kingdom primary immimization schedule of 
2/3/4 months means that a maximum exposure of 75 
/xg may be received by 4 months of age. 

A recent US study* searched a large database of 
conditions linked to immunization history in young 
children and demonstrated a mild relationship be- 
tween exposure to thimerosal and neurologic prob- 
lems, including unspecified developmental delay, 
tics, attention-deficit disorder, and language and 
speech delay. The Institute of Medicine has stated 
that, although the hypothesis is biologically plausi- 
ble, there is currently insufficient evidence to sup- 
port a causal relationship and that more studies 
should be conducted to investigate this.^ The current 
study was 1 of 2 British shidies that were commis- 
sioned to provide additional information. 

METHODS 

Study Design 

Tiie Avon Longitudinal Study of Parents and Children (AL- 
SPAC) enrolled women who resided in Avon in the southwest of 
England and h.id an expected date of delivery between April 1, 
1991, and December ,31, 1992, A total of 14 541 women were 
recruited; of these, 13 617 hod singleton offspring surviving t«> 12 
months of age, Additional deta ils of the study aims and design are 
available (www.alspac.bris,ac,u.k/),‘* Ethical approval was ob- 
tained from the study's own ethics committee and local research 
ethics cojumittees. 

Information on childhood behavior and development was col- 
lected ui ejuestiormaires adinmistered regularly after the birth of 
the study child. Data presented here are derived from questions 
asked at 6, 18, 30, 47, 81, and 91 months of age. Information on 
potential confounders comes from questionnaires given to the 
mother during both pregnancy and the period that followed. 

The information on inununizations was taken from the Bristol- 
based Child Health Surveiliance Database {NHS Public Health 
Network), Preschool immunizations and examinations were re- 
corded and monitored for all children wlro resided in the Avon 
area, and information available consists of date and type of im- 
munization given. 

Measures of Exposure 

Mercury exposure for each child was defined according to the 
number of diphtheria/tetanus/pertussis (DTP) or DT doses re- 
ceived by 3 months (93 days) and by 4 months (124 days) of age. 
A continuous variable (HgAll) was also created from the age in 
days at DTP/DT doses 1, 2, and 3 in an attempt to calculate the 
age-specific DTP mercury exposure up to 6 months of age (see 
below). 

HgAll = 1(183 - age at dose 1) + (183 - age at dose 2) + (183 
- age at dose 3)]/40 

When a dose was given later than 183 days (6 months), this age 
was truncated to 183; hence, the contribution to the numerator 
from this immunization would be 0, The higher the value of 
HgAll, the earlier the 3 doses of DTP/DT were given and hence 
the greater the exposure t(5 mercury at a young age. The denom- 
inator of 40 was chosen to achieve a score of between 0 and 10 



solely to make the parameter estimates more sensibly scaled; 
however, before this scaling, 1 unit of the variable HgAll corre- 
sponded to a i-day difference in the age at which DTP/DT was 
given. This measure is the same as that used by Andrews et al.^ 

Outcome Variables 

Behavior Raliii^-i 

We used the Strengths and Difficulties Questionnaire (SDQ),’*^ 
completed by the mother when the children were 47 and 81 
months of age. The SDQ is a behavior scale that is used extensively 
in Europe and ha.s been shown to have a good correlation with the 
Child Behavior Checklist.' ’ The scale comprises 25 questions that 
are used to cortstruct 5 subscalcs (prosocial, hyperactivity, emo- 
tional symptoms, conduct problems, and peer problems) and a 
total difficulties score (the total of all but the prosocial subscale 
diat measures positive aspects of behavior). These scores have 
ln?en prorated as instructed by their author^’; no more than 2 
missing items are permitted within each of the subscalcs, and no 
more than 8 missing items are permitted for the total difficulties 
sctJre. Those children with a permitted number of missing values 
have their part-missing scores scaled up to make them comparable 
to the completely t'bserved scores. The prosocial score differed 
from the others in that it was measuring positive behaviors. 
Haice, for this score, we use the low taii of the distribution as our 
binary outcome to indicate an adverse behavioral outcome. 

Speech Problems and Ihe Mother's Worries About Her Child's 
Speech 

A number of qut'stions have been examined regarding the 
child's spetich as well as worries that the mother might hav'c about 
speech from the 81-nionth questionnaire. 1) Does he or she stum- 
ble Of get stuck on words or repeat them many times? (eg. Till 
want a sweet). 2) Does your child ha\'e difficulty in pronouncing 
certain sounds (eg, th, sss, t)? 3) VMuch .tspects of your child's 
growth and development arc you worried about — his/her 
speech? At 91 months, the mother was asked whether the child 
had ever had speech therapy. 

fine. Motor Development 

Fine motor skills were assessed using a scale based ori the 
revised Denver Scale. The items u.sed were those from Denver II 
and were adapted for parental report with the study population 
after piloting and discussion with focus groups. These scores are 
administered when the children are ~6, 18, and 30 months of age 
and have bt'en corrected for gestation and age of child when the 
questioiuiaire was ct>rapieted; the age range has been restricted to 
an 8-wcck window around the 3 intended age points. The lower 
-l()‘Xx ol the l.iit was taken to be the adverse developmental 
outcome 

Tics 

,Al l.H. 30, aud 42 months, we asked how often the child has a tic 
or twitch (vx vvkiy or more, less than weekly, or never). Because of 
the small number of cases, a variable was created showing 
whcthei any report of tics had been made over the 3 time points, 
giving a total of 171 cases. The question was asked again at 91 
months; however, of the 167 children with tics at 91 months, only 
11 had been reported as having tics in the period up to 42 months. 

Special Needs 

At 91 months, the mother was asked whether she had been 
informed, by the sch<K.<l <*r education authority, that her child had 
been designated as having -ipeciai educational needs. She was also 
asked whether the chikl h.id been 'Vl.Uomvnted" (children are 
"statemenled" when rhey have a learning difficulty or disability 
that affects their ability to function at school without the provision 
of ex'tra resources; this category would include children, eg, w'ith 
autism). 

Confounders Used 

The 9 confounders were .^s follows: birth weight (<2500 g, 2500 
g-f), gestation {<37 weeks, 37 vveeks + ), highest maternal educa- 
tional attainment (3 groups created from a 5-poinl scale), gender, 
parity (first bom, socoird bom, tiiird or more), housing tenure 
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(mortgaged, public housing, other-rented), midpregnancy mater- 
nal smoking (no, yes), child's ethnicity (white, nonwhite), and 
breastfeeding tor 3 months or more. These are variously associ- 
ated with childhood behavior and development. In addition, they 
ail were related to the exposure variables at the 5% level of 
sigirificance. Information was available on maternal feh consump- 
tion during pregnancy as a potential alternative source of mer- 
cury. It has previously been shown'-"' that these measures are not 
positiv'ely associated with reduced child development; hence, 
these data were not usikI in the main analysis. The potential for a 
compounding of effects of thimerosai exposure and fish consump- 
tion was considered subsequently. 

Statistical Methods 

Distributic>ns (.>( outcome variables that comprised continuous 
data were heavilv skewed and so were dichotomized bixause a 
transformation could not normalize the data. Each distribution 
was split such that the reference category contained —Kl'l'o to W!4> 
of the data, with the upper tail (or lower lor prosodal SDQ and 
Denver fine motor) constituting the adverse developmental out- 
come. 

Unadjusted associations were asses.sed using a lest for trend 
with the continuous exposure measure being grouped in equal 
quartiles and the other 3 exposure variables treated as ordinal. 
After this, multivariable logistic regression models were derived 
with HgAH used in its continuous form and the other 2 exposures 
as ordinal variables. 



RESULTS 

Exposure "Variables 

Of the 13 617 eUgibie children, dates of immuni- 
zation were available on all 3 doses for a total of 
12 810. An additional 146 children who had a record 
of <3 doses but were known still to be living in Avon 
by the time they were 6 months of age (70 had no 
doses, 25 had 1 dose, and 51, had 2 doses) were 
included. As a result, exposure was known for a total 
of 12 956 subjects (see Fig 1 for a more detailed 
breakdown of the exclusions). None of the children 
in our sample of 12 956 had received influenza or 
hepatitis B vaccine (thimerosal-contammg vaccines 
given to children in high-risk group.s). 



Doses b}/ 3 Months 

The distribution of number of doses obtained by 93 
days was as follows: no doses, 527 (4.1%); 1 dose, 
6586 (50.8%); and 2 or more doses, 5843 (45.1%). 

Doses h/ 4 Months 

For doses by 124 days, the distribution was as 
follows: no doses, 198 (1.3%); 1 dose, 1254 (9.7%); 2 
doses 6675 (51.5%), and 3 doses; 4829 (37.3%). Thus, 
only 37% had achieved the third immunization by 
exactly 4 months of age. However, of those 6675 
children with 2 doses by that time, 2118 received the 
third in the following week and another 1332 in the 
week after that. In fact, 5155 {77%) of them were fully 
immunized by the end of their fifth month. 

Cumulative Dose 

HgAll has a negatively skewed distribution with a 
median of —6.5 units and a range of 0 to 10 units. 

Outcome Variables and Unadjusted Results 

The prevalence of each outcome along with the 
amount of data available (for which we also have 
exposure information) can be seen in tlie first 2 col- 
umns of Table 1. The reduction in sample size on 
adjustment shown in the final column was attribut- 
able mainly to the following confounders: breast- 
feeding (19.9% of 12 956 cases missing), maternal 
education level (16.6%), and child's ethnicity (13.5%). 
Other confounders suffered from up to 5% missing 
data. 

Table 2 shows the unadjusted odds ratios for the 3 
exposure variables and each of the outcomes. Confi- 
dence intervals are not shown. The following were 
significantly inversely associated at the 5% level with 
exposure by 93 days: hyperactivity at 47 months (P = 
.012), conduct problems at 47 months {P = .007), 
motor development at 6 months (/’ =" 001) and at 30 




Dates of all 3 immunisations recorded 



Dates of less than 3 immunisations recorded but child 
knovvTi to be still living in Avon at 6 months of age 



Dates of less than 3 immunisations recorded and child 
known to have left area 



Missing/unusabic dales on database 



Not on Child Health Surveillance Database 



Fig 1. How the startuig sample for the analysis was reached The group-, indicated by the 2 shaded boxes were believed to have valid 
thimerosai exposure data. 
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T ABLE 1 . Outcome Measures Used in Study of Effect of Exposure to EtJxylmercury Measured in 

Children Delivered in Avon, UK, between 1991 and 1992 





%of 

Cases 


A' Unadjusted 
Sample 


N Adjusted 
Sample 


Bfh.ivior (47 mo) 


Prosodal 


23.6 


8858 


7282 


Hyperactivity 


143 


8862 


7288 


Emotional symptoms 


10.5 


8872 


7290 


Conduct problems 


13.3 


8857 


7282 


Peer problems 


11.0 


8871 


7290 


Total diffiCLiUies 


15.4 


8838 


7268 


Behavior {81 mo) 


Prosodal 


19.2 


7878 


661(1 


Hyperactivity 


11.0 


7854 


wm)2 


Emotional symptom.s 


13.0 


7871 


OWKS 


Conduct problems 


10.6 


7880 


<.'6i2 


Peer problems 


14.6 


7874 


66(18 


Total difficulties 


14.0 


7851 


6b! )0 


Fine motor skills 


6 mci 


9.3 


0788 


8153 


18 mo 


11.0 


OKS2 


7969 


30 mo 


133 


8522 


6975 


Speech 


Stumbles on words (81 mo) 


17.8 


7869 


6597 


Difficulty with sounds (81 roo) 


13.6 


7841 


6573 


Speech worries (81 mo) 


33 


7948 


6654 


Speech therapy (91 mo) 


11.2 


7346 


6170 


Any tics (18-42 mo) 


2.0 


8256 


6970 


Tic-s (91 mo) 


2.0 


7495 


6295 


Special nersds 


Child has special needs (91 mo) 


8.4 


7519 


6310 


LE.A statement (91 mo) 


2.9 


7698 


6441 



LEA mdivates Local Education Authorily. 



months (P < .001), difficulties with sounds at 81 
months (P = ,014), speech therapy at 91 months (P = 
.024), and special needs (P - .038) and statementing 
(P = .013) also at 91 months. All but speech therapy 
was found to be significant with both the 124-day 
exposure and HgAll with the inclusion of an addi- 
tional as.sociation with conduct problems at 81 
months (P == .004) for 124-day (P = .016) and for 
HgAll. 

Multivariable Model 

The results of the multivariable model are shown 
in Table 2. The combined effect of controlling for the 
9 coniounders was to remove a number of the sig- 
nificant negative associations found in the unad- 
justed analyses. However, tliis has proved Insuffi- 
cient to reverse the effect to the direction originally 
hypothesized. 

There was only 1 (marginally) significant finding 
in the direction hypothesized; between poor proso- 
cial behavior at 47 months of age and exposure by 3 
months (P = .031); however, a single finding is to be 
expected given the 69 statistical tests performed. In 8 
other analyses, the results were statistically signifi- 
cant but in the reverse direction, ie, the more exposed 
the infant, the more beneficial the outcome. These 
were doses by 3 months and conduct problems at 47 
months (P = .035) and fine motor development at 30 
months (P = .021); doses by 4 months and reported 
tics at 91 months (P = .027) and child with special 
educational needs (P = .010); and cumtilative expo- 
sure and fine motor development at 30 months (P = 
.003), tics at 91 months (P = .025), special educational 



needs (P < .(K31), and child statemented by Local 
Education Authority (P = .006). 

The size of the effects of each of the 9 potential 
confounding variables (birth weight, gestation, ma- 
ternal education, gender, parity, housing tenure, 
midpregnancy smoking, child's ethnicity, and 
breastfeeding) on the relationship between exposure 
and outcome was examined. As an example, we 
studied the relationship between parity and expo- 
sure by 3 months of age. There was a strong inverse 
relationship with 54% of "only children" having had 
2 or more dose.s by this time, 42% of those with 1 
sibling and 34% of those with 2 or more siblings have 
the same exposure statistic for trend = 319.3, P < 
.001). Conversely, parity had the opposite relation- 
ship with fine motor development at 30 months. Ten 
percent of those with no siblings were in the lower 
tail, compared with 17% of those with 2 or more 
siblings (;^^ statistic = 64.0, P < .001), 

As a result, when controlling for parity in a model 
that examined the relationship between thimerosal 
exposure and fine motor development at 30 months, 
the odds ratio (OR) changed from 0.82 (confidence 
interval [Cl]; 0.73-0.92; P < .001) to 0.87 (Cl: 0.78- 
0.98; P = .018), thus reducing the apparent protective 
effect of thimerosal. 

To investigate further, we chose 3 of the strongest 
unadjusted associations between the exposure and 
an adverse outcome m which to study the amount of 
confounding attribiitable to each of the 9 confound- 
ers. The pairs cliosen were 1) conduct problems at 81 
months and HgAii, 2) Denver development at 30 
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TABLE 2. Results of Regression Models With Exposure to Elhylmercury Defined by Dosage by 3 and 4 Months and a Cumulative 
Measure up to 6 Months and Measured in Children Delivered in Avon, UK, between 1991 and 1992 







Doses by 93 Days 


Doses by 124 Days 




HgAll 






UOR 


Adjusted Model 


UOR 


Adjusted Model 


UOR 


Adjusted Model 






AOR 


a 




AOR 


Cl 




AOR 


Cl 


Behavior {47 mo) 
Prosociai 


1.02 


1.12* 


1.01-1.23 


0.98 


1.05 


0.97-1.15 


0,99 


1,03 


0.98-1.08 


Hyperactivity 


0.87* 


0.91 


0.81-1.03 


0.88+ 


0.95 


0,85-1.05 


0,94* 


0,98 


0.93-1,04 


Emotional symptoms 


1,04 


1.03 


0.89-1.18 


1.01 


0.99 


0.88-1.11 


1.04 


1,03 


0.96-1,10 


Conduct problems 


0.86+ 


0.87* 


0.77-0.99 


0.90* 


0.94 


0.85-1.05 


0.93+ 


0.96 


0.90-1.01 


Peer problems 


1.06 


1.06 


0.93-1.22 


1.04 


1.07 


0.95-1.21 


1,02 


1,02 


0,9^1.09 


Total difficulties 


0,94 


1.01 


0.90-1.14 


0.93 


1.01 


0.91-1,12 


0-95* 


0.96 


0.94-1.05 


Behavior (81 mo} 


Prosociai 


0.98 


0.97 


0.87-1.09 


0.95 


0.97 


OH8-1.07 


0.98 


0,99 


0.94-1.04 


Hyperactivity 


0.97 


0.98 


0.85-1.13 


0.97 


1.01 


0 HU-1,15 


0.97 


1.00 


0.93-1 ,07 


Emotional symptoms 


t),93 


0.90 


0.79-1.03 


0.99 


0.97 


(ISh-1.08 


0.97 


0.97 


0.91-1 .03 


Conduct problems 


0.92 


0.93 


0.80-1.07 


0.86+ 


0.93 


0.82-1.05 


0.92+ 


0.95 


0,90-1,02 


Peer problems 


1.03 


1.04 


0.92-U8 


1.01 


1.03 


0 92-1 15 


0.99 


1.01 


0.95-1.07 


Total difhculties 


0.94 


0.94 


0.83-1 .(» 


0.94 


0.98 


0 58-1 10 


0.95 


0.98 


0.92-1.04 


Fine mofoi sVilk 


6 mo 


0.82+ 


0.97 


0.84-1.11 


t) JOs* 


1.00 


0.S9-1.1-T 


0.92+ 


0.99 


0.93-1.05 


18 mo 


0.97 


i.m 


0.89-1.15 


0 «4 


1.01 


0.90-1.13 


0.96 


0.99 


0.93-1.05 


30 mo 


0.821 


0.86* 


0.76-0.98 


0.86+ 


0.92 


0.82-1.02 


0.90f 


0.92+ 


0.87-0.97 


Speech 


Stumbles on words (81 mo) 


0.95 


0.93 


0.83-1.05 


0.96 


0.99 


0.90-1.10 


0.97 


0.99 


0.94-1,05 


Difficulty with sounds (81 mo) 


0.87* 


0.93 


0.82-1.06 


0.86+ 


0.91 


0.82-1.01 


0.93+ 


0.95 


0.90-1.01 


Speech worries (81 mo) 


0.85 


0.93 


0.73-U8 


0.91 


1.00 


0,82-1.23 


0.93 


0.98 


0.88-1.09 


Speech therapy (91 mo) 


0.86‘ 


0.93 


0.81-1-08 


0-94 


0.99 


0,87-1. 12 


0.96 


0,98 


0.92-1,05 


I'ics 


Any tics (18-42 mo) 


0.92 


0.89 


0-62-1.26 


0.83 


0.82 


0.61-1,11 


0.90 


0.90 


0 77-1 Q.) 


Tics (91 mo) 


0.82 


0-73 


0.5.V1.0X 


0.81 


0.74* 


057-0.97 


0.90 


0.87* 


0 76-0 98 


Special needs 


Child has special needs (91 mo) 


0.86‘ 


0.90 


0.76-1.06 


0.81+ 


0.84* 


0.7.3-0.96 


n.97j 


0.89J 


0.83-0.95 


LEA statement (91 mo) 


0.74‘ 


0.78 


0.60-1.02 


0,81* 


0.83 


0.67-1.04 


(iHI’t 


0.87+ 


0.78-0.96 



UOR indicates unadjusted odds ratio; AOR, adjusted odds ratio; LEA, Local Education Autlwritv. 
' P < .05. 
tP< .01. 
t P< .001. 



months, and dosage by 3 months and 3) difficulty 
with sounds at 81 months and dosage by 4 months. 

The unadjusted associations were recalculated for 
the complete-case sample for which we had all con- 
founders. The effect size for 1 remained unchanged 
and for both 2 and 3 strengthened. Each confounder 
was then entered individually into a model that con- 
tained only the exposure variable, and the effect on 
the exposure's effect size was obser\ ed The percent- 
age change in the size of this effect was then studied 
to assess the amount of confounding that was taking 
place. We found that the only variable with a con- 
sistently high confounding effect was parity, with up 
to one third of the apparent effect of the exposure 
variable accoimted for by this variable. Other than 
that, housing tenure and smoking accounted for 18% 
and 9.2% of the effect size, respectively, for example 
1 and all other variables accounted for <5% each. 

Missing Data 

Outcome data were not available for all subjects. 
We compared the response to the 81-month qu^- 
tionnaire with the variable describing thimerosal ex- 
posure at 124 days of age. For our sample of 12 956, 
the response rate was 61.3%; however, this was 
strongly related to thimerosal exposure Response 
rates ranged from 48% for those with no exposure by 
124 days to 65.4% for those with full exposure (3 



doses; t^t for trend P < .001). A similar pattern 
was observed both for the other 2 exposure variables 
and for completion of other questionnaires used in 
this study. 

A substantial number of cases were removed 
through inclusion of the 9 confounding factors. Ad- 
ditional investigation showed no evidence of a dif- 
ferent unadjusted relationship for those cases for 
which only some of the confounders were observed. 

To determine whether the 146 children with fewer 
than 3 doses of vaccine recorded were an atypical 
group, we refitted the multivariable models without 
these cases. The results were essentially the same. 

Combined Effect of Fish Consumption and Thimerosal 

Daniels et aP-* did not find an adverse association 
between maternal fish consumption during the third 
trimester of pregnancy and later neurodevelopment. 
In some cases, they actually observed a beneficial 
effect of increased fish in the diet, concluding that the 
nutritional contribution of fish might outweigh po- 
tentially harmful effects of metliylmercury at the low 
levels present. 

These findings are not dissimilar from our own 
r^ults for thimerosal. This is al! the more surprising 
when one considers that there is a negligible corre- 
lation between the 2 variables. For instance, 35.1% of 
those in the lowest quartile of the cumulative dose of 
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thimerosal by 6 months were in the top group of the 
fish variable (a composite measure of white and oily 
fish) used by Daniels et al, compared with 34.8% of 
those in the top quartile of cumulative dose. 

We found in a bivariable analysis that it was not 
uncommon for both fish consumption and thimero- 
sal to provide an independent beneficial effect. For 
instance, for conduct problems at 81 months of age, 
we found HgAll to give an OR of 0.92 (95% Cl: 
0.87-0.98) and fish to give an OR of 0.86 (95% Cl: 
0.80-0.92) — both exposures being used as 4-levei 
ordinal variables with P values of .005 and <.(X)1, 
respectively. In this particular example, fish re- 
mained marginally significant (OR; 0.92; 95% Cl: 
0.85-0.99; P = .033), whereas HgAll was not longer 
so (OR: 0.96; 95% Cl: 0.89-1.02) once an adjustment 
for confounders had been made. 

On the basis of the literature, one would exp«:t 
that high levels of fish in pregnancy together with a 
high cumulative dose of thimerosal in early life 
would give an increased risk of neurodevelopmental 
delay compared with either factor in isolation. To 
investigate this, we created a 3-ievel variable. Group 
1 was below the median of HgAll and scored low on 
fish intake, group 3 was above the median of HgAll 
and scored high on fish intake, and group 2 consisted 
of the middle ground . Table 3 shows the odds of each 
adverse outcome for groups 2 and 3 compared with 
that of group 1. We find that the odds are generally 
lower for group 3 than for group 2; furthermore, the 
odds for both groups are seldom >1. Hence, these 2 



variables confer a combined benefit rather than a 
detriment. 

DISCUSSION 

This study, based on a large United Kingdom- 
hased prospective cohort, shows no evidence of any 
harmful effect of an accelerated immunization sched- 
ule witli tliimerosal-containing vaccines. We are in 
agreement with the other British study‘s in showing 
little or no risk associated with the administering of 
thimerosal-containing vaccines to children younger 
than 6 months. Their 1 positive finding was a higher 
rate of tics; however, we showed no evidence of 
increased tics by 42 months and actually a reduction 
in reported tics at 91 months. 

A reported limitation in the study by Andrews et 
aF was the lack of information on potential con- 
founding variables. We have now shown that, with 
the variables we have considered at least, there is 
surprisingly little effect giving weight to their find- 
ings. 

One expLination for the lack of a significant find- 
ing in our study is that the size of the effect of a 
confounder that has not been considered over- 
whelms any possible detrimental effect of thimerosal 
that one would expect to be acting in the opposite 
direction. This seems unlikely because many of the 
variables that we had expected to be strong con- 
founders made very little difference to the results. 

The analysis of the children with missing outcome 
data showed that these tended to be immunized later 



TABLE 3. Combined Effect of Expo.sure to Melbylmercuiy From Maternal Fish Consumption During Pregnancy and Exposure to 
Ethylmercury From Thiomersal During the First 6 Months of Life, Measured in Children Delivered in. Avon, UK, between 1991 and 1992 





Unadjusted Effect 


Adjusted Effect 




Group 2, 
OR (95% Cl) 


Group 3, 
OR (95% Cl) 


Croup 2, 
OR (9S’l'o C.I) 


Group 3, 
OR (95% Cl) 


Behavior (47 mo) 


Pr<is«.)cinl 


0.87 (0.75-1.01) 


0.86 (0.74-1.00) 


0.86(0.73-1.02) 


0.94 (0,79-1,11) 


Hyperactivity 


0.96 (0.81-1.14) 


0.70 (0.58-0.85) 


1.08 (0.89-1,32) 


0,90 (0,73-1,12) 


Emotional symptoms 


0-83 (0.68-1,01) 


0-83 (0-67-1.01) 


0.80 (0.65-1,0(1) 


0.78 (0,62-0,99) 


Conduct problems 


0.77 (0.65-0.92) 


0.63 (0-53-0.76) 


0.83 (0.68-1,01) 


0.76 {0.61-0.94) 


Peer problems 


0.88 (0.72-1.06) 


0.82 (0.67-1.01) 


0.92 (0.74-1.15) 


0.94 (0.74-1.19) 


Total difficulties 


0.78 (0.67-0.93) 


0-64 (0.54-0.76) 


0.89 (0.73-1 .07) 


0,82 0,67-1.00 


Behavior (81 mo) 


Prosocial 


0.88(0 74-1 04) 


0.83 (0.70-0.99) 


0.87 (0.72-1.05) 


0,83 (0.68-1.01) 


Hyperactivity 


0.89(0 73-1 10) 


0.78 (0.63-0-97) 


0.88 {0.69-Tll) 


0.82 (0.64-1.06) 


Emotional symptoms 


0.81 (0.67-0.98) 


0.83 (0.68-1.01) 


0.78 (0.63-0.97) 


(1.80(0.64-1,00) 


Conduct problems 


0.80 (0.65-0.99) 


0.63 (0.51-0-79) 


0.85 (0.67-1 ,07) 


0.74 (0.58-0.95) 


•Peer problems 


0.67 {0.56-0.81) 


0.69 (0.58-0.84) 


0 68(0 35-0.84) 


0.71 (0.58-0,88) 


Total difficulties 


0.76(0.63-0-91) 


0.66 (0.54-0.80) 


0 8lKOh3-Q.98) 


0.74 ({).59-0,92} 


Fine motor skills 


6 mo 


0 h^' (0.73-1.09) 


0.82(0.67-1.02) 


0.93 (0.75-1.17) 


0.98 (0.77-1.25) 


18 mo 


iiM l0.68-0.97) 


0.69(0.57-0.34) 


0.81 (0.66-0.99) 


0,75 (0.60-0,94) 


30 mo 


o.H.S({) 73-1.05} 


0.73 (0-60-0 -SK) 


0.88 (0.72-1.08) 


0.77 (0.62-0,96) 


Speech 


Stumbles on words (81 mo) 


0.84 (0.71-1.00) 


0.8Sf0.7l-1.011 


0.85(0.70-1.04} 


0,89 (0.72-1,08) 


Difficulty with sound.s (81 mo) 


1.10(0.90-1,34) 


1 04(0 84-1 28) 


0.95 (0.76-1.19) 


0,94(0.75-1,19) 


Speech worries (81 mo) 


0.95 (0.65-1.38) 


1 08(073-1 58) 


0.80 (0.53-1.20) 


1,05 (0.69-1 .60) 


Speech therapy (91 mo) 


0.80 {0.65-0.99) 


0 74 (0 59-41 92 1 


0.73 (0.57-0.90) 


0.73(0,57-0.93) 


Tics 


Anv tics (18-42 mo) 


0.70 {0.46-1.06} 


0.41 (0.25-41.66) 


0.98 (0.57-1.69) 


0,55 {(1.29-1.02) 


Tics (91 mo) 


0.97 f0.61-li>6) 


0.77 (0.46-1.27) 


1.01 (0.60-1.71)) 


0,70 (0,40-1.24) 


Special needs 


Child has special needs {91 mo) 


0.86(0.68-1.10) 


0.82(0.64-14)5) 


0.80(0.61-1.05) 


0.81 (0.62-1.08) 


LEA .statement (91 mo) 


U 73 (052-1.10) 


059 (0.40-0.89) 


0.77 (0.52-1.16) 


0,64 (0.41-1.00) 



LEA indicates Local Education Authority. 
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and hence have a lower thimerosal exposure at any 
given age. We also found that for the nonmissing 
data, those who were immunized later tended to 
have the kind of sociodemographic status that was 
associated with the poor developmental outcomes. 
This means that the children with missing outcome 
data are likely to have lower thimerosal exposure but 
more adverse outcomes. Therefore, any bias intro- 
duced as a result of not having the missing data is 
likely to be in the direction of the hypothesis (higher 
exposure associated with adverse outcomes). Al- 
though this bias would be expected to effect the 
unadjusted analysis, it should have much less effect 
on the adjusted analysis that controls for sociodemo- 
graphic factors. Although it could be argued that 
^cores based on maternal reported behavior/devel- 
opment are not sensitive enough to detect the subtle 
differences that we might expect in a population 
with no other major sources of mercury, we have 
shown that there is also no detrimental effect with 
the less subjective measure of a child's having special 
educational needs. 

One limitation of this study is the uniformity in the 
exposure variable. As stated earlier, 77% of those 
who had had only 2 doses by 4 months of age had 
received their third vaccine by the end of the fifth 
month. We would expect this to reduce our power to 
detect a harmful effect of the thimerosal preserva- 
tive; however, this does not explain why 5 of the 6 
significant results and 39 of the 57 nonsignificant 
results are in the direction contrary to that hypothe- 
sized. 



CONCLUSION 

We could find no convincing evidence that early 
exposure to thimerosal had any deleterious effect on 
neurologic or psychological outcome when given ac- 
cording to an accelerated schedule. This is reassuring 
for developing countries that receive DTP vaccines 
according to the Expanded Program of Immuniza- 
tion schedule and where multidose vials that contain 
the thimerosal preservative are often the only option. 
In the face of the current evidence from this study 
and the growing literature, the dangers posed by 
contaminated multidose vaccine vials far outweigh 
any potential risk posed by thimerosal. 
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Thimerosal Exposure in Infants and Developmental Disorders: 
A Retrospective Cohort Study in the United Kingdom Does Not 
Support a Causal Association 



Nick Andrews, MSc^ Elizabeth Miller, MBBS, FRCPath, FFPHMJ; Andrew Grant, PhD*; Julia Stowe, BA§; 
Velda Osborne, and Brent Taylor, PhD, MBCHB§ 



ABSTRACT. Objective. After concerns about the pos- 
sible toxicity of thimerosal-containing vaccines in the 
United States, this study was designed to investigate 
whether there is a relationship between the amount of 
thimerosal that an infant receives via diphtheria-tetanus- 
whole-cell pertussis (DTP) or diphtheria-tetanus (DT) 
vaccination at a young age and subsequent neurodevel- 
opinental disorders. 

Methods. A retrospective cohort study was performed 
using 109 863 children who were born from 1988 to 1997 
and were registered in general practices in the United 
Kingdom that contributed to a research database. The 
disorders Investigated were general developmental dis- 
orders, language or speech delay, tics, attention-deficit 
disorder, autism, unspecified developmental delays, be- 
havior problems, encopresis, and enuresis. Exposure was 
defined according to the number of DTP/DT doses re- 
ceived by 3 and 4 months of age and also the cumulative 
age-specific DTP/DT exposure by 6 months. Each 
DTP/DT dose of vaccine contains 50 /xg of thimerosal (25 
fxg of ethyl mercury). Hazard ratios (HRs) for the disor- 
ders were calculated per dose of DTP/DT vaccine or per 
unit of cumulative DTP/DT exposure. 

Results. Only in 1 analysis for tics was there some 
evidence of a higher risk with increasing doses (Cox's 
HRi 1,50 per dose at 4 months; 95% confidence interval 
fCl]; 1.02-2.20). Statistically significant negative associa- 
tions with increasing doses at 4 months were found for 
general developmental disorders (HR: 0.87; 95% Cl: 0.81- 
0.93), unspecified developmental delay (HR: 0.80; 95% Cl: 
0.69-0.92), and attention-deficit disorder (HR: 0.79; 95% 
Cl: 0.64-0,98). For the other disorders, there was no evi- 
dence of an association with thimerosal exposure. 

Conclusions. With the possible exception of tics, 
there was no evidence that thimerosal exposure via 
DTP/DT vaccines causes neurodeveiopmental disorders. 
Pediatrics 2004;114:584-591; cohort study, tteurodeveloif’ 
rnent, safety, thimerosal, thiomersal, vaccines. 
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Control and Prevention; HMO, health maintenance organizatktn; 
ADD, attention-deficit disorder; GPRD, General Practice Research 
Database; ICD, bitermtioital Classificaliou of Diseases; DTP, diph- 
theria-letanus-wbole-cell pertussis; DT, diphtheria, tetanus; GP, 
general practitioner; HR, hazard ratio; Ci, confidence interval. 

I norganic mercury (Hg) poses a potential risk of 
neurodeveiopmental and renal toxicity in young 
children.’ - (Cumulative exposure to an organic 
mercury-containtng compound, methylmercury, 
can also produce neurologic or renal damage as it 
has a long half-life and can cross the blood-brain 
barrier, where it accumulates and is converted to 
inorganic mercury. Guidelines to limit cumulative 
exposure to methylmercury have been drawn up by 
various agencies and incorporate a wide margin of 
safety. The maximum daily dose specified by these 
different agencies varies by nearly 5-fold, the most 
stringent being the guideline of the Environmental 
Protection Agency in the United States that specifies 
a maximum daily exposure to Hg of 0.1 /xg/kg ex- 
trapolated from data on methylmercury exposure. 
These guidelines are reproduced by Pichichero.^ 
Ethylmercury, a related organic mercury com- 
pound, is a constituent of thimerosal, an antibacterial 
agent used in certain nonlive vaccines. Ethylmercury 
has a much shorter half-life than methylmercury, 
being rapidly excreted via the stools after parenteral 
administration such that blood levels remain sub- 
stantially below the safe threshold. ^ Neverthele.ss, 
the guidelines to limit cumulative methylmercury 
exposure have been translated to ethylmercury.-'’ In 
the United States, increases during the 1990s in the 
number of childhood vaccines that contained thimer- 
osal, which contains 49.6% Hg by weight, led to 
questions about safety because the maximum cumu- 
lative exposure in some US children was 187.5 ^g Hg 
by 6 months of age, which would have exceeded the 
stringent Environmental Protection Agency limit. Al- 
though there is no evidence that this level of Hg 
exposure via ethylmercury was likely to or had ac- 
tually caused any harm, a joint statement was issued 
by the American Academy of Pediatrics and the Pub- 
lic Health Service in 1999 recommending the removal 
of thimerosal from vaccines as soon as possible, as a 
precautionary measure.^ Although the World Health 
Organization (WHO) supported in principle the 
move toward thimerosal-free vaccines, it neverthe- 
less recommended that vaccines that contain thimer- 
osal continue to be used in the meantime because the 
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known morbidity and mortality from vaccine-pre- 
ventable diseases greatly outweighed any theoretical 
risk frtim ethylmercury.^ 

In 2001, the preliminary results of an unpublished 
US cohort study that screened for associations be- 
tween various neurodevelopmental and renal disor- 
ders and infant thimerosal exposure in vaccines were 
made available to an Institute of Medicine Immuni- 
zation Safety Review.^ This study used the comput- 
erized Vaccine Safety Datalink (VSD) developed by 
the Centers for Disease Control and Prevention 
(CDC) in association with 2 health maintenance or- 
ganizations (HMOs)7 The prokminary results sug- 
gested a possible trend between the level of ethyl- 
mercury exposure in the first few months of life and 
the following neurodevelopmental diagnoses: tics, 
attention-deficit disorder (ADD), language/speech 
delays, unspecified delays, and general neurodevel- 
opmental delays. Although additional analyses were 
later conducted to control for confounding variables 
and to include more data, soine disorders remained 
significant. Given the exploratory nature of this 
study, it was unclear whether these findings were 
real, a result of chance, or a result of uncontrolled 
confounding or bias. A subsequent, much smaller 
study by the CDC using another HMO data set did 
not confirm the first findings but had inadequate 
power to identify effects of the size seen in the first 
study.^’ 

After review of the available evidence by the WHO 
Global Advisory Committee on Vaccine Safety, it 
was recommended that other studies be conducted 
to test the hypotheses raised by the VSD study The 
Genera! Practice Research Database (GPRD) in the 
United Kingdom was identified as 1 of the few da- 
tabases that were comparable to the HMO databases 
used in the VSD study.'^-^” In addition, the Avon 
Longitudinal Study of Pregnancy and Childhood in 
the United Kingdom was identified as a prospective 
cohort witli information on vaccination and regular 
assessment of children's developmental progress. 
This cohort had the advantage of having data on 
many potential confounding variables, although it 
was not large enough to assess rare outcome condi- 
tions. The results of the analysis of this study are 
published togetlier with tliis article.” 

The GPRD holds data on all significant patient 
consultations, referrals, and prescribed medicines, 
including vaccines from 1988 from ~500 general 
practices in the United Kingdom. Together, these 
practices provide primary health care for 3.4 million 
patients (5.7% of the population). Preliminary anal- 
yses conducted by staff of the Morbidity and Health 
Care Team of the Office for National Statistics (which 
until 1999 managed the GPRD) using the Inlerna- 
tioml Classification of Diseases (ICD) codes for the 
outcomes of interest from the CDC study confirmed 
that the GPRD had sufficient power to test the hy- 
potheses generated in the CDC study 

In the United Kingdom, the only vaccine that con- 
tains thimerosal and has been used routinely in the 
infant immunization program in the past 2 decades is 
diphtheria-tetanus-whole-cell pertussis (DTP) vac- 
cine or diphtheria-tetanus (DT) vaccine and any com- 



bination vaccine that contains DTP or DT. These 
vaccine all contain 50 fig of thimerosal (25 jig of Hg) 
per dose. No other thimerosai-containing vaccines 
have b^n given routinely to United Kingdom chil- 
dren, so the cumulative Hg exposure by age can be 
readily obtained from the number of doses of DTP- 
or DT-containing v'accines given. Because the United 
Kingdom changed to an accelerated 2/3/4 month 
DTP immunization schedule in 1990 (replacing the 
former 3/5/10 month schedule) and because vacci- 
nations are generally given on time in the United 
Kingdom, a substantial proportion of children in the 
GPRD cohort will have had a cumulative Hg expo- 
sure of 150 fig of thimerosal (75 fig of Hg) by 4 
months of age. This level of Hg exposure, although 
lower than the maximum of 187.5 fig received in the 
United States by 6 months of age, is similar to the 
level received by ~3 to 4 months of age in the United 
States. It is also the same as the amount of thimerosal 
used by developing countries that follow the ex- 
panded immunization schedule. 

METHODS 

The GPRD Cohort 

Informalion on all cliildren who were born from 198S to 1997 
and had at least 2 years of continuous follow-up from birth in the 
GPRD was obtained from the Office for National Statistics. Data 
were available up to the end of 1999 in linked patient, medical, 
and prevention databases for 152 898 children, For quantifying 
thimero*.il o\^»osure by age, it was important that an exact date of 
birth (to the day) be available. The patient database had informa- 
tion only on year and month of birth, but we were able to obtain 
exact dates of birth for 109 86.0 children from the dale at which 
procedures or measurements taken on the day of birth were 
recorded in the linked medical database. Additional data quality 
processing, mostly concerning the validity of the dates of birth, 
vaccination, or the date of recoidiiu; of the neurodevelopmentai 
problems, led to the exclusion of 27 1 ! records (2.5'7o of the cohort), 
leaving 107 152 children for analysis (Fig 1). 

For each child, information was available on date of birth, 
gender, date leaving the practice (if applicable), last date that data 
were obtained from the practice, dates of all vaccinations (along 
with vaccine code and dose number), and dates and Read or 
OXMIS codes for all medical events. Read and OXMJS are diag- 
nostic coding schemes that are built into practice software and 
based respcchvely on iCD-9 and lCD-8 codes. We had no infor- 
mation enabling identification of the patient and no information 
on general practitioner (CP) practice, so the only potential con- 
founding variables that could be allowed for were gender and 
year/month of birth, 

Exclusion Criteria 

Children with Read and OXMIS codes relating to a variety of 
prenatal, perinatal, and postnatal conditions that occurred before 
6 months of age were excluded as were children who w’erc re- 
corded as having an outcome event in the first 6 months of life. 
These children were excluded from the main analysis because the 
presence of such a condition is likely to affect both vaccination and 
future neurodevelopmental outcomes. Examples of exclusions 
were birth asphyxia, Down syndrome, cerebral palsy, meningitis, 
encephalitis, and head injury. Children were also excluded when 
they received cither hepatitis B or influenza vaccination in the first 
6 months of life because such children are likely to be an atypical 
subgroup. Children who were bom preterm (<37 weeks' i^esta- 
tion) are likely to be of low birth weight, and many sta\ >mall. 
Such infants might be more susceptible to standard closes of 
thimercwal. Preterm infants therefore were analyzed separately. 

Exposure Variables 

Hg exposure for each child was defined according to the num- 
ber of DTP/DT doses received at 3 months (93 days) and 4 months 
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Fig 1. Selection of the GPRD cohort. 



Bom into GPRD 1988 lo 1997 
with at least two yeare follow up 

Exact date of birth available 
from linked m^cal database 

Dates of birth, vaccination and 
outcomes in a valid format 



Congenital, prenatal or 
perinatal conditions meeting 
exclusion criteria (3,589) 



Postnatal condition in first six| 
months of life meeting 
exclusion criteria (391) 

Outcome condition in first six] 
months of life (133) 

Hepatitis B or influenza 
vaccination (103) 



None 

of 

these 

apply 




(124 days.) of age. These ages wore chosen fo give a wide distri* 
button for the number of children who received 0 to 3 doses of 
DTP/DT. A continuous variable (HgAll) that aimed to capture the 
age-specific Hg exposure up to 6 months (183 days) of age was 
also created. This variable was created to circumvent the problem 
of choosing age cut-offs and also to provide greater study power. 
HgAll was created from the age in days at the 3 DTP/DT doses as 
follows: 

HgAll « [(183 - age at dose 1) -t- (183 - age at dose 2) -t- (18.3 
- age at dose 3)1/4CI 

When a dtxse was not given or was given tater than 183 days of 
age, for the purpose of the above calculation, the age was set lo 183 
days. The higher the value of HgAll, the earlier the 3 doses of 
DTP/DT were given and the child thus was exposed to a higher 
dose of ntercury at a younger age. The arbitrary division by 40 was 
to ensure that when calculating hazard ratios (HRs), 1 unit of 
HgAll was of a meaningful size, One unit of HgAll corresponds to 
a combined difference of 40 days (while under the age of 183 days) 
in the age at which DTP/DT is given. For example, a child who 
received dose 1 at 60 days, dose 2 at 88 days, and dose 3 at 116 
days would have an HgAll value of 7.125, whereas a child who 
received doses 1 and 2 by the same age but dose 3 at 156 days 
would have an HgAll value of 6.125. 

Outcome Events 

The outcome evimls of most inlevcsl weiv OXMIS and Read 
codes relating to genera! ncurodevelopmcntai disorder's (a com- 



posite category that comprised the following ICD-9 codes: 299 
(childhood psychases including autism), 300.3 [obsessive-compul- 
sive disorders), 307 [specific psychopathoiogical syndromes). 
312.0 [unsocialized disturbance conduct, aggfes.sive), 313 [emo- 
tional disturbance), 314 [hyperknretic syndrome), 315 [specific 
delays in development), 317-319 [mental retardation), and V40 
Imentai and behavioral problems)) and other individual condi- 
tions as follows; unspecihed development delays, tics, ADD and 
language or speech delay, enure.sis. encopresis, autism, and non- 
specific bchavioi.il problems. The ICD-9 codes relating fo these 
outcomes are shown in Table 1. 

Statistical Methods 

The data were analyzed by Cox proportional hazards survival 
analysis in the statistical package S-Plus.’- Survival for each child 
was taken as the number of days from age 183 days to the age at 
the first mention of each predefined outcome of interest. If for a 
particular outcome no event ixrcurrod, then survival was taken as 
being greater than the time lo the end of follow-up. HRs with 95% 
confidence uilorvals (Cls) and two-sidtsd P values w-ere calculated 
for the efiect of thimerosal exposure, The effect of the number of 
doses rcccwcd by 3 and 4 months of age was quantified by the 
trend in hazard per dose. When the trend was significant, the HRs 
for 1. 2, and 3 doses at 4 months compared ivith the baseline of 0 
dose.s were also calculated. A HR >1 is consistent with the hy- 
pothesis that early Hg exposutv is associated with an increased 
risk of a prc>defincd developmental outcome, wherea.s a HR <1. is 



TABLE 1. Numbers With the Various Outcome Conditions foi the Term and Preterm Cohorts, the Percentage Male, and the 
Estimated Median Age in Years at First Mention 



Outcome 




Term Infant 




Preterm Infants 


(ICD-9 Codes) 




% 

Male 


Median age at First 
Mention, y 


n 


% 

Male 


Median ago at First 
Mention*, y 


Gem r.-it dt’\ eU’pmental 


2035 


71.1 


3.6 


110 


66.4 


3.6 


disoidors 


Unspecified behavioral 


816 


71.2 


4.8 


30 


70,0 


5,3 


problem (31 29) 


Enure.sis (7883) 


1312 


5.3.6 


5.6 


.35 


60,0 


6.1 


Encopresis (7876) 


121 


66.9 


5.5 


4 


75.0 


— 


Tics (.3072) 


70 


70.0 


5.2 


1 


lOO.O 


— 


ADD (314) 


222 


77.0 


3.7 


8 


87.5 


— 


Language/speech (3153) 


666 


70.4 


3.0 


33 


69.7 


3.4 


Unspecified delay (3159) 


485 


67.2 


2.4 


52 


59.6 


2-1 


Autism (2990) 


104 


89,4 


4.4 


2 


50,0 


— 



’ Where there are <10 cases, a median age is not calculated 
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TABLE 2. Distribution in the Term and Preterm Cohorts of the Number of Doses of DTP/DT 
Received in Total, by 3 and 4 Months of Age 

Exposure Level Term Preterm 

Cohort Cohort 



No. of doses of DTP/DT 


0 


945 


0.9 


37 


1.5 




1 


1687 


1.7 


38 


1.5 




2 


1090 


1..1 


60 


2.4 




3 (third dose ^ 1 y) 


94730 


94.2 


2255 


91.3 




3 (third dose >1 y) 


2120 


2.1 


81 


3.3 


Doses by age 3 mo 


0 


7881 


7.8 


350 


24.2 


1 


51309 


51.0 


1390 


56.3 




2 


41382 


41.1 


731 


29.6 


Doses by age 4 mo 


0 


3419 


3.4 


142 


5,8 


1 


11766 


11.7 


442 


17.9 




2 


50349 


50.1. 


1299 


52.6 




3 


35038 


34.8 


588 


23,8 



indicative of a potential protective effect. In all analyses, gender 
and year of birth were included as potential confounding factore; 
month «>f birth was also included when statistically significant at 
a 5% level. The effect of the number of doses of thimcrosal was 
also examined visually in reverse Kaplan-Meier plots. 

The main analysis included all children whether recorded as 
receiving 0, 1, 2, or 3 doses of DTP/DT at any age. However, it 
seemed possible that, as a result of socioeconomic or other con- 
founding factors, children who did not complete vaccination in 
tlie first year of life w'ould form a biased group. The data therefore 
also were analyzed after excluding all children who did not re- 
ceive 3 doses of vaccination by age 366 days. 

The median age at finst mention of each outcome (Table 1) was 
estiniolcd by taking the proportion of those who were followed up 
tcir S years or more with an event by 8 years (eg, 3.33% of 7195 
followed up for at least 8 years lund a general developmental 
disoider) and then finding the age by which half of this proportion 
had had an event (eg, 1.67% of 63 466 followed up for 3.6 years or 
more), Tltls method of estimating the median age was used to 
adjust for the effect of censored data but is slill conditional on the 
event occurring by the age of 8. 

Validation 

Validation of GP notes could be performed only for those GP 
practices that were still participating in the GPRD and with the 
case still registered. Validation was performed by sending a ques- 
tionnaire to the GP asking for confirmation and additional details 
of the diagnosis and any subsequent related consultations and also 
the vaccination history, date of birth, and gender. Copies of rele- 
vant patient notes were also requested. Validation was sought for 
all cases of tics for whom validation was possible (36 of the 71 
cases) as well as a random subset of 30 with ADD, 40 with 
language or speech delay, 30 with unspecified developmental 
delays, and also an additional 30 in the general devel»)pmental 
delay category not covered by the above. 

RESULTS 

Cohort Selection 

Details of the selection of the cohort of 103 043 
children are given in Fig 1. Tlie average length of 
follow-up in the cohort was 4.7 years (range: 2-11). 
Only 7.3% had a follow-up of longer than 8 years, 
reflecting that fewer practices contributed to the 
GPRD from 1988 to 1990. 

Exposure 

More than 96% of term cliildren eventually re- 
ceived all 3 doses of DTP/DT (Table 2). By 4 months 
of age, most children had received 2 or 3 doses; 
however, there was sufficient variability in the num- 
ber of doses received to enable fairly precise esti- 
mates of the trend in the HR per dose for the various 



outcomes. Preterm children were less vaccinated and 
received vaccination later than term children. 

Figure 2 shows the distribution of HgAll for the 
term cohort. The median value (interquartile range) 
of HgAll is 6.5 (4.5-7.0) in the term cohort and 6.1 
(4.7-6.8) in the preterm cohort. Although few chil- 
dren received vaccinations early (HgAll >7.5), many 
got the 3 doses dose to the correct time (HgAll; 
6.5-7.5). Short delays in receiving the 3 doses were 
fairly common. However, relatively few children re- 
ceived <3 doses or got the vaccine very late. 

Outcomes 

All of the neurodevelopmental disorders investi- 
gated were more common in boys than in girls (Table 
1). They also occurred more often in preterm chil- 
dren, with general developmental disorders occur- 
ring in 4.5% of preterm children and 2.0% of term 
children. The estimated median age of first mention 
of the disorders in term children varied from 2.4 
years for unspecified delays to 5.6 years for enuresis. 
The age at first mention was similar for the term and 
preterm cohorts. Other than the general develop- 
mental disorders category, the most common disor- 
ders were enuresis, behavioral problems, and lan- 
guage/speech delays. 

Risk Estimates 

Table 3 shows the adjusted HRs per DTP/DT dose 
or HgAll unit for the various disorders. There were 
apparent protective effects from DTP/DT exposure 
for general developmental disorders, ADD, and un- 
specified developmental delay. The only evidence of 
a greater hazard with increasing thimerosal exposure 
was for tics, and this w'as significant only in the 
analysis that excluded children who did not receive 3 
doses by 1 year of age. I'or the other disorders, 
exclusion of children who did not receive 3 doses by 
age 1 did not substantially affect the HRs; for exam- 
ple, the HR per dose at age 4 months was 0.86 (95% 
Cl: 0.81-0.92) for general developmental disorders. 

In the preterm cohort, none of the HRs was signif- 
icantly different from 1 (data not shown). This cohort 
was not large enough to have the power to identify 
small effects; however, the direction of the effects 
was similar to the term cohort. For example, for 
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Fig 2. Distribution of the HgAIl vari- 
able in the term cohort. 
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TABLE 3. HR for Various Neurodevciopmental Disorders According to the Number of Doses of DTP/DT Received by 3 and 4 



Months of Age and the Age-Specilic Cumulative Exposure HgAli in the term Cohort 



Outcome 


IX‘Scs by 3 M<3nths 




Doses by 4 .Months 




HgAIl 






HR* Per 
Dose 


9S% Cl P Value 


HR Per 
Dose 


95% Cl 


P Value 


HR Per 
Unit 


95% Cl 


P Value 


General developmental 


0.87 


0.81-0.93 < 


:.001 


0.89 


0.84-0.94 


<.001 


0.95 


0,92-0,97 


<•001 


disorders 


Behavioral problem 


0.97 


0.S7-L08 


.55 


0.98 


0.90-1,07 


,68 


0,98 


0.94-1.02 


.36 


Enuresis 


1.07 


0.98-U7 


.13 


1.04 


0.97-1.12 


.25 


1,02 


0.98-1.05 


.29 


Encopresis 


0,81 


0,61-1.07 


.13 


0.82 


0-65-1.02 


.074 


0,92 


0,84-1.02 


.11 


Ties 


1.45 


0.99-2.15 


.059 


1.34 


0.96-1.85 


.082 


U4 


0.97-1.35 


.11 


Tust 


1.62 


1.05-2.50 


.031 


1„50 


1.02-2.20 


.035 


l.,33 


1,06-1,69 


,015 


ADD 


0.79 


0.64-0.98 


,033 


0.82 


0.70-0.97 


.022 


0,90 


0.84-0.97 


.004 


Ljurguage or speech delav 


ilsu 


0.79-1.01 


.070 


0.96 


0.87-1.06 


.38 


0.99 


0.94-1 03 


.56 


Unspt?cified devdopmentnl 


0 Sl> 


0.69-0.92 


.002 


0.84 


0.75-0.94 


.002 


0,91 


0,86-0^13 


<.001 


delay 


Autism 


0,89 


0.65-1 21 


.46 


0.94 


0.73-1.21 


.66 


0.99 


0 88-1 12 


,89 



’ Adjusted for gender, year of birth, month of birth (gonev,)! developmental dLsorders only). 

+ Results from the analysis that excluded those who did not receive ^ doses of DTP/DT by 366 days. 



general developmental disorders, the HR per doses 
at 4 months was 0,80 (95% Cl; 0.63-1.00). There was 
no evidence that the higher exposure by body mass 
in preterm children gave an increased risk of neuro- 
developmental problems. 

Table 4 shows the HRs of 1, 2, and 3 doses by 4 
months of age compared with the baseline of 0 doses 
for variables with a significant trend by dose. The 
results show that for general developmental disor- 
ders, ADD, and unspecified delay, there is a decreas- 
ing trend by dose. For tics, the effect is less clear, with 
the main difference being the lower hazard at 1 dose. 
Reverse Kaplan-Meier plots show these results in 
more detail (Fig 3). 

The 4109 children who were dropped as a result of 
the initial exclusion criteria were examined in a sep- 
arate analysis. As with the premature children, they 
had a lower DTP/DT exposure than the main cohort 
and also a greater risk of outcome events. As with 
the term cohort, this group showed a protective 
DTP/DT effect for general developmental disordere 



with a HR for the trend in doses by 4 months of age 
of 0.84 (95% Cl: 0.72-0,97). 

Validation 

From the validation exercise, responses were re- 
ceived from 162 of 166 general practices. Of these, 10 
could not provide any information. Of the remaining 
152, 122 (80%) confirmed that the child presented 
with the given condition, 11 (7%) stated that the 
diagnosis reflected only parental concern, 11 (7%) 
had the diagnosis Incorrectly coded, and in 8 (5%) no 
record of the diagnosis or subsequent epi-^odes could 
be found in the notes. Of the 122 with a confirmed 
diagnosis, 48 were transient problems, 31 were long 
term, and for 43, the duration could not be deter- 
mined. For tics, responses were received for all 36, of 
whom the duration of symptoms could be deter- 
mined in 27. fn 24 (89%) of 27, the tic was only a 
transient problem. In 3 cases, tics was recorded when 
in fact die individual presented with a parasitic tick. 
The validation confirmed that the dates of vaccina- 
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TABLE 4. Effect of Number of DTP/DT Dosc^ R«^vcd by 4 Months of Age on Outcomes With 
Significant Associations in the Trend Analysis for the Term Cohort 



Outcome 


DTP/DT Doses by 
Age 4 Months 


No. With 
Outcome 


HR* 


95'X. Ci 


General developmental 


0 


86 


1.00 


Reference 


disorders 


1 


yyz 


0.99 


0.78-1.25 




2 


1(^8 


0.85 


0.68-1.06 




3 


619 


0-75 


0.60-0.94 


Tics 


0 


3 


1.00 


Reference 




1 


2 


0.17 


0.03-1.04 




2 


40 


1.14 


0,35-3.73 




3 


25 


1.12 


0.34-3.77 


Ticst 


0 


0 


0.00 


Not estimable 




1 


2 


0.18 


0.04-0.76 




2 


38 


0.9H 


0.58-1,62 




3 


25 


1.00 


Reference 


ADD 


0 


15 


1.00 


Reference 




i 


34 


0.62 


0.34-1.14 




2 


U15 


0.49 


0,29-0.85 




3 


68 


0.47 


0.27-0.83 


Unspecified developmental 


0 


20 


1.00 


Reference 


delay 


1 


85 


1.20 


0.74-1-96 




2 


234 


0.80 


0,51-1,26 




3 


146 


0.73 


0.46-1.16 



* Adjusted for gender, year of birth, and month of birth {general developmental disorders only). 

+ Results from the analysis that excluded those who did not receive 3 doses of DTP/DT by 366 days. 



General developmental disorders 



ADD 





Unspecified deveiopmetal delay 



Tics 





6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 
Age (months) 



Fig 3. Cumulative percentage of children with general developmental disorders. ADD, unspecified developmental delays, and tics from 
6 months to 96 months of age, stratified according to DTP/DT doses received by 4 months of age. Plots are derived from t!ie inverse of 
the Kapian-Meier survival curves and take account of variable follow-up times in individuals. 



tion were accurate and that the dates of the events 
recorded in the GPRD were correct or close to the 
date noted in the GP record. 

DISCUSSION 

With the possible exception of tics, there was no 
evidence of an increased risk of various neurodevel- 



opmental disorders with increasing thimerosal expo- 
sure at a young age via DTP/DT vaccination in the 
United Kingdom. For genera! developmental disor- 
ders, unspecified developmental delay, and ADD, 
there was an apparent protective effect from increas- 
ing thimerosal exposure. These outcomes all had a 
m^ian age at first mention at a relatively young age 
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and therefore were more likely to be affected by 
confounding factors that are also associated with 
delayed or incomplete vaccination. Outcome condi- 
tions first mentioned when the child was older did 
not show any evidence of an association with 
DTP/DT dosage, with the exception of the apparent 
higher risk of tics in 1 analysis. 

Although we were able to make some exclusions 
on the basis of medical events in the first 6 months of 
life, a limitation of our study was the inability to 
adjust for many potential confounding factors, such 
as unrecorded medical conditions and socioeco- 
nomic factors. The longitudinal United Kingdom 
study, published with this article,’^ did have infor- 
mation available on potential confounding variables. 
In that study, early thimcrosal expc«urc generally 
showed no association or was protective. The size of 
the protective effects reduced when controlling for 
confounding variables, although the changes were 
small. This suggests that additional adjustment for 
confounding in the GPRD study would have a rela- 
tively small effect. 

Our study has many similarities to the US VSD 
study and, with the exception of tics, do^ not con- 
firm the hypotheses raised by the preliminary anal- 
ysis of that study. Both studies were cohort studies 
with limited adjustment for confounding. The main 
difference w'as the lower total thimerosal exposure in 
the United Kingdom. It should be noted, however, 
that the exposure in the United Kingdom by 4 
months of age was similar to the United States by the 
same age; however, in the United States, exposure 
increased further from 4 to 7 months. If the increased 
risk in the US study were attributable only to the 
additional thimerosal exposure after 4 months of age, 
then it is possible that our study may not have been 
able to detect the risks found in the US study. In the 
final analysis of the US cohort study,^-^ which had a 
longer follow-up time and separate analyses for each 
of the 2 HMOs and also controlled for other variables 
including health care-seeking behavior, the only 
variables that remained significant were tics in 1 
HMO and language delay in the other. Therefore, 
many of the preliminary results from the US study 
were probably attributable to confounding or 
chance. 

The validation exercise confirmed most diagnoses 
with only 7% of the sample validated deemed incor- 
rectly coded. An additional 13% were questionable 
because they reflected only parental concern or could 
not be located in the notes. This lack of specificity is 
a limitation of the study because it biases against 
finding an association. If we assume that a conserva- 
tive 20% of case.s have a false diagnosis and that 
there is a true HR per dose of 1.20, then this bias will 
result in a slightly lower observed HR of 1.15. Other 
validation exercises undertaken using the GPRD 
have found clinical diagnoses to be accurate.^*“*^The 
predominance of boys as well as the median age at 
first mention was as expected for the various condi- 
tions^" and provides a degree of validation. 

The question remaining is whether there could be 
a true effect of thimerosal exposure on tics. Evidence 
supporting a true effect is that it was significant in 



the US study and in a secondary analysis in the 
GPRD study; however, there are many reasons to 
doubt that there is a true effect. First, the US study 
was a screening study that looked at many outcomes; 
the borderline significance in 1 HMO of tics merely 
raised the question. Second, although the GPRD 
study gave a borderline significant association, the 
Avon longitudinal United Kingdom study showed 
no evidence of a relationship between thimerosal 
expe^ure and tics or twitches despite that this out- 
come was reported for -150 children. Third, the 
validation exercise revealed that the vast majority of 
tics were minor transient events. Finally, no other 
developmental outcomes w'ere found to be associ- 
ated with thimerosal exposure, contrary to what 
w'ould be expected if there were a true effect on tics. 
Although the possibility of a true effect of thimerosal 
on minor transient tics cannot be ruled out, it is more 
plausible that the association found is a chance effect 
or the result of confounding. 

Other than the US VSD study, the only other pub- 
lished cohort study that has a.ssessed exposure to 
thimerosal-containing vaccines and any of the out- 
comes that we looked at is a study in Denmark that 
looked at autism.'^ The thimerosal exposure in this 
study was 25 of Hg at 5 weeks, then 50 of Hg 
at 9 weeks and 10 months. As wdth our study, the 
authors found no ewdence of an association. 

A recent study that measured Hg levels in blood 
and excretion via the stools and urine in term infants 
who received vaccines that contained thimerosaP 
found no evidence of a rise in blood concentrations 
above “safe values" and showed that Hg in ethyl- 
mercury is eliminated rapidly via the stools. This 
provides additional evidence that 3 doses of DTP 
given at monthly intervals does not present an Hg- 
related risk for neurodevelopmental disorders. 

The results of the 2 United Kingdom studies were 
presented to the WHO Global Advisory Committee 
on Vaccine Safety in June 2002.“ These studies con- 
tributed to the conclusion that there is currently no 
evidence of mercury toxicity in uifants, children, or 
adults who are exposed to thimerosal in vaccines and 
that there is no reason to change current immuniza- 
tion practices with thimerosal-containing vaccines on 
grounds of safety. This conclusion is particularly 
important for developing countries tliat administer 
thimerosal-containing DTP vaccines according to the 
expanded immunization schedule. 
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TWO MINORITIES SPUR RAPID U.S. GROWTH 



"Explosive growth among Hispanic and Asian-Americans propelled a surge in 
the United States population from 2000 to 2003 to nearly 300 million people, the 
Census Bureau reported on Monday. The number of people of Hispanic descent, 
the nation's largest minority group, rose to 39.9 million, a 13 percent increase from 
April 2000 to July 2003, the agency said. That far outpaced the 3 percent increase 
in the American population during the same time, to 290.8 million. Asian-Ameri- 
cans were the next fastest growmg among the large minority groups, up 12.6 
percent, to 11.9 million, while the black population rose nearly 4 percent, to 37 
million. About 4.3 million people listed themselves as of more than one race, up 
10.5 percent from 2000." 



Associated Press, New York Times. Juno 15, 2004 



Noted by JFL, MD 
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Thimerosal-Containing Vaccines and Autistic Spectrum Disorder: 
A Critical Review of Published Original Data 



Sarah K. Parker, MD*; Benjamin Schwartz, MDJ; James Todd, MD*; and Larry K. Pickering, MD|: 



ABSTRACT. Objective. The issue of thimerosal-con- 
taining vaccines as a possible cause of autistic spectrum 
disorders (ASD) and neurodevelopmentai disorders 
(NDDs) has been a controversial topic since 1999. Al- 
though most practitioners are familiar with the contro- 
versy, many are not familiar with the type or quality of 
evidence in published articles that have addressed this 
issue. To assess the quality of evidence assessing a po- 
tential association between Ihimerosal-containing vac- 
cines and autism and evaluate whether that evidence 
suggests accepting or rejecting the hypothesis, we sys- 
tematically reviewed published articles that report orig- 
inal data pertinent to the potential association between 
thimerosal-containing vaccines and ASD/NDDs. 

Methods. Articles for analysis were identified in the 
National Library of Medicine's Medline database using a 
PubMed search of the English-language literature for 
articles published between 1966 and 2004, using key- 
words thimerosal, Ihiomersal, mercury, methylmercury, 
or ethylmercury alone and combined with keywords au- 
tistic disorder, autistic spectrum disorder, and neurode- 
velopmenl. In addition, we used the "related links" op- 
tion in PubMed and reviewed the reference sections in 
the identified articles. All original articles that evaluated 
an association between thimerosal-containing vaccines 
and ASD/NDDs or pharmacokinetics of ethylmercury in 
vaccines were included. 

RcsH/fs, Twelve publications that met the selection 
criteria were identified by the literature search: 10 epide- 
miologic studies and 2 pharmacokinetic studies of ethyl- 
mercury. The design and quality of the studies showed 
significant variation. The preponderance of epidemio- 
logic evidence does not support an association between 
thimerosal-containing vaccines and ASD. Epidemiologic 
studies that support an association are of poor quality 
and cannot be interpreted. Pharmacokinetic studies sug- 
gest Uiat the half-life of ethylmercury is significantly 
shorter when compared with methylmercury. 

Conclusions. Studies do not demonstrate a link be- 
tween thimerosal-containing vaccines and ASD, and the 
pharmacokinetics of ethylmercury make such an associ- 
ation les.s likely. Epidemiologic studies that support a 
link demonstrated significant design flaws that invali- 
date their conclusions. Evidence does not support a 
change in the standard of practice with regard to admin- 
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istraiion of thimerosal-containing vaccines in areas of the 
world where they are used. Pediatrics 2004;114:793-804; 
thimerosal, thiomersal, mercury, vaccine, methylmercury, 
ethylmercury, autism, autistic disorder, autistic spectrum 
disorder, developmental disorder, neurodevelopmentai 
disorder. 



.ABBREVIATIONS. ASD, autistic speclrum disorders; MMR, mea- 
sles, mumps, rubella; EPA, Environmental Protection Agency; 
FDA, Food and Drug Admini.s(ration; NDD, neurodevelopmentai 
disorder; VAERS, Vaccine Adverse Events Reporting Sy.stem; AE, 
adveree event; DTaP, diphtheria, tetanu.s, acellalar pertussis; Cl, 
confidence interval; CDC, Centers for Disease Control and Pre- 
vention; DTP, diphtheria, tetanus, whole-cell pertussis; HMO, 
l^alth maintenance organization; RR, rcLitivc risk; ADD, atten- 
tion-deficit disorder; GPRD, General Practice Research Database; 
DT, diphtheria, tetanus. 



T he prevalence of autism and autistic spectrum 
disorders (ASD) seems to be increasing, 
through an actual increase in incidence, an in- 
crease in diagnosis as a result of improved detection 
through service agencies and schools, changes in 
case definitions, or changes in reimbursement for 
medical services and other care. Regardless of the 
reason, determining the cause of autism is critical to 
permit appropriate diagnostic, treatment, and pre- 
ventive measures to be enacted. The major categories 
proposed as causing autism are genetic influence 
and prenatal or postnatal environmental factors. 
Vaccines, particularly measles, mumps, and rubella 
(MMR) vaccine and thimerosal-containing vaccines, 
have been postulated as a cause for this increased 
prevalence of 

Mercury is known to be neurotoxic, and .methyl- 
mercury poisoning clusters have been described as a 
result of environmental contamination. With ongo- 
ing industrial practices that create a global cycling of 
mercury, environmental exposures in food and from 
other sources is common, and in some areas -8% of 
US women of childbearing age have levels above the 
Environmental Protection Agency (EPA) recom- 
mended reference level’^'^'^ Consumption of con- 
taminated foods is the main route of nonoccupa- 
tional exposure; one 5.6-oz can of tuna on average 
contains 11.5 /xg of Hg.’^ The reader is referred to 
several excellent reviews on the topic for more de- 
tailed information. On the basis of data from 
areas of environmental contamination, in 1997, the 
EPA revised its mercury intake guidelines; it is now 
the most conservative guideline, and is one fourth 
the intake guidelines of the Food and Drug Admin- 
istration (FDA). Five points about the EPA guideline 
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should be noted: it is based on oral ingestion of 
methylmercury, not ethylmercury; it is meant as a 
starting point for investigation, not a level at which 
toxicity is thought to occur; it has a 10-foid safety 
factor built in; it was set to avoid toxicity to a fetus; 
and it assumes a cumulative dose if ingested daily 
over a prolonged period of time. All of these pointe 
are not directly relevant to thimerosal in vaccines, yet 
EPA guidelines have been applied to ethylmercury 
in thimerosal. 

In 1998, the FDA resdewed thimerosal-containing 
products and found that >30 licensed vaccines con- 
tained thimerosal, which is ~50% ethylmercury, and 
that with the number of vaccines given in the first 6 
months of life the 1997 EPA guideline could poten- 
tially be exceeded. The FDA subsequently requested 
that vaccine manufacturers remove thimerosal, 
w'here possible, from vaccines.-*^' As of 2001, thimer- 
osal in quantities sufficient to act as a preservative 
was removed from all vaccines in the childhood 
immunization schedule in the United Stales except 
some influenza vaccines.^' Trace amounts of thimer- 
osal, introduced during the manufacturing process 
to ensure sterility, are present in some vaccines, but 
the amounts are so small that exposure is inconse- 
quential. 

Although thimerosal as a preservative is no longer 
present in recommended vaccines for children 
younger than 7 years in the United States (except 
most influenza vaccines), thimerosal-containing vac- 
cines continue to be used worldwide. In addition, 
practitioners are questioned regularly by parents 
about the possibility of an association and asked to 
provide their opinion on the safety of these vaccines. 
In 2001, the Immunization Safety Review Committee 
of the Institute of Medicine evaluated this issue and 
concluded that the evidence is insufficient to accept 
or reject a causal relationship betvs'een exposure 
to thimerosal and neurodevelopmental disorder 
(NDD).2^ Subsequently, several epidemiologic stud- 
ies have been published^*^^^ as well as studies eval- 
uating the pharmacokinetics of ethylmercury. In 
addition, the Institute of Medicine reconsidered the 
hypothesis that vaccines are associated causally with 
autism and rejected a causal relationship between 
MMR vaccine and autism and thimerosal-contaming 
vaccines and autism.'*" 

Evidence from randomized, controlled trials gen- 
erally is considered the "gold standard" used to sup- 
port medical decisions made by practitioners. How- 
ever, in the context of an existing vaccination 
program, randomized, controlled trials are not pos- 
sible. Therefore, the hypothesis of an association be- 
tween thimerosal and autism has been tested in ep- 
idemiologic studies. Because epidemiologic studies 
are subject to many potential biases that may affect 
the validity of results, appropriate design and ana- 
lytic methods are critical to achieve meaningfi.il re- 
sults. The purpose of this article was to identify 
systematically and evaluate critically the design, 
methods, analysis, and conclusions of each original 
research publication that has assessed the epidemi- 
ology of thimerosal and ASD. To address a potential 
biological mechanism for a link between thimerosal 



and ASD, we also critique published studies of the 
pharmacokinetics of ethylmercury in children. 

METHODS 

Search Strategy 

To identify original research publications linking thimeroHal- 
containing v'accines and autism or other neurologic conditions and 
origiital laboratory research on the human pharmacokinetics of 
ethylmercury in thimerosal, we searched the Naliona! Library of 
Medicine's Medline databa>f using PubMed, and the Cochrane 
library for articles published between 1966 and 2004. The terms 
thimerosal, thiomersal, vaccine, mercury, methylmercury, ethyl- 
mercury, autism, autistic disorder, autistic spectrum disorders, 
developmental disorder, and NDD.s were selected as MeSH head- 
ings, and text words were combined in the search strategy. In 
addition, we used the "related links" option on PubMed. We also 
reviewed references in all relevant published articles, including 
reviews, letters, and commentaries, to identify original research. 

Study Selection and Evaluation 

Studies were assessed as to whether they should be included in 
this review on the basis of their reporting original data examining 
a possible link between thimerosal and ASD/NDDs or describing 
human pharmacokinetics of ethylmercury, which is found in 
thimerosal. Once a study met the inclusion criterion, data were 
extracted including first author, journal, year of publication, coun- 
try of study, type of study, and database or laboratory data 
examined. Assessment of study methods included study design, 
type and size of population .studied, definition of exposures and 
outcomes, validation of devolopmonlal diagnoses, provision of 
sample size calculations and/or discussion of study power, and 
statistical methods including techniques to control for potential 
confounding We also determined whether the authors discussed 
potential limitations to the study, Assessments of all eligible stud- 
ies wore conducted independently, with differences resolved by 
all-author consensus. Study authors were not contacted for addi- 
tional information because our goal was to evaluate data available 
in the original publications. Attempts were made to validate data 
used in the reviewed publications when the data sources wore 
available publicly. 

RESULTS 

Of the abstracts of articles reviewed, 14 seemed to 
report original data. Two pharmacokinetic studies 
were excluded: one because it modeled theoretical 
estimates of mercury concentrations'*^ and another 
because it used previously published data for half- 
life extrapolation of ethylmercury rather than report- 
ing original data.*^ Characteristics of the remaining 
12 studies are summarized in Tables 1 and 2. Ten 
studies are epidemiologic: 5 cohort studies investi- 
gating an association between thimerosal aiid au- 
tism/deveiopmental disorders,^^-^^-'*-'’ 3 ecological 
studies comparing trends in the incidence of autism 
with thimerosal exposure, and 2 studies that 
present both retrospective cohort and ecological da- 
^a.30,31 Two of the purely ecological studies have 
overlapping data sets, and 1 of the retrospective 
cohort studies uses the same database as these 2.^-^ 
One of the ecological studies*^ and 2 of the studies 
reporting cohort and ecological lesults'^"-^^ use the 
same data, some of which were used by the same 
authors in a third article, 1 of the retrospective cohort 
studies. Two studies are pharmacokinetic studies 
of thimerosal in a cohort of human infants.-^®-^'’ Both 
examine small numbers of patients without matched 
control subjects and thus are descriptive. Several 
quality measures were used to evaluate the cohort 
studies (Table 2). A summary of each article is pre- 
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TABLE 1. Charactt'risHcs of Epidemiologic Studies 



Counlr}', Ye<ir 
Published 


Strurce 


Analysis, Years of Study 


Database 


UK 2CI04 


Andrews cl 


Reln»spcctive cohort, 1988-1997 


Office of National Statistics CPRD 


UK 2004 


Heron et 


Prospective cohort, 1991-10Q2 


AL5PAC; Child Health Surveillance 


Denmark 200.T 


Hviid cl 


Retrospective cohort, 


Danish National Registries 


USA 2003 


Verstracten et 


Retrospective cohort. 1991-21NK) 


Three LlMOs 


USA 2003 


Geicr and Gcier-'* 


Retrospective cohort. 1992-21XK) 


VAERS 


USA 2003 


Ccicr and Grier-'’'’ 


Retrospective cohort and ecological, 
\992-mX) 


VAERS. US Department of Education Report 


USA 2003 


Gcier and Ceier^’ 


Retrospective cohort and ecological, 
1997-2(XK) 


VLaERS, us Department of Education Report 


USA 2(X)4 


Geicr .rnd GcicH^ 


Ecological, 198I-19SS. 1990-1996 


US Department oi Education Report 


Sweden/Denmark 2003 


Slehr-Green et aP** 


Earlogical, Sweden 1987-1999, 
Denmark 198.3-2000 


National Inpatient Data (Sweden), 
National Registr) (Denmark) 


Denn\ark 2003 


Madsen et aP" 


Ecol«)gical, 1971-2(XK1 


Danish National Registry 



Al.SPAC indicates Avon Longitudinal Study of Parents and Children. 



sented, followed by a summary of principal method- 
ologic concerns. 

Cohort Studies 

Of the 10 epidemiologic studies, 7 included cohort 
data (Table 1). Three of these articles reported an 
association between autism and thimerosal expo- 
sure. All 3 are by the same authors, and the data sets 
are overlapping.-'’"^’ The first of these to be pub- 
lished is a retrospective cohort study that used the 
Vaccine Adverse Events Reporting System (VAERS) 
database.^^ The authors analyzed information from 
the VAERS database on adverse events (AEs) re- 
ported after use of thimerosal-containing diphtheria, 
tetanus, acellular pertussis (DTaP) vaccines from 
1992 to 2000 (« = 6575) and after use of thimerosal- 
free DTaP vaccines from a different time period, 
1997-2000 {n = 1516). The authors then defined a 
cohort that included 88 children who were reported 
as having autism, mental retardation, or speech dis- 
orders. Of these children, 81 were in the thimerosal 
group (18 with autism) and 7 were in the thimerosal- 
free group (1 with autism). Gender, age, and onset in 
days after vaccination were extracted. Risk ratios 
were calculated on the basis of relative incidence of 
each diagnosis for the thimerosal-containing com- 
pared with the thimerosal'free group: autism, 6.0; 
mental retardation, 6.1; and speech disorders, 2.2. No 
confidence intervals (CIs) were provided. The au- 
thors concluded that there is a significant (P < 002 to 
P < .05) increase in these disorders after receipt of 
thimerosal-containnig vaccines and that children 
who receive an additional 75 to 100 ixg of thimerosal 
may have an associated increase in NDDs. Further- 
more, the authors stated that reactions tended to 
occur in older children and speculated that this may 
be explained by the toxic buildup of mercury from 
successive doses of thimerosal-containing DTaP vac- 
cines 

We identified multiple methodologic concerns 
regarding this article. The key outcome measure, 
calculation and comparison of AE incidence for 
thimerosal-exposed and unexposed infants, requires 
accurate and unbiased assessment of the numerator 
(children with defined AEs) and denominator (expo- 
siire/no exposure to thimerosal-containing DTaP) 



for the 2 groups. Several factors contribute to sub- 
stantial inaccuracy in the numerator of AEs. VAERS 
is a passive reporting system that is monitored by the 
Centers for Disease Control and Prevention (CDC) 
and the FDA and to which anyone— health care pro- 
vider, vaccinee, or parent — may report an AE after 
v'acdnation.'*'* Although the authors postulated com- 
plete reporting of AEs by stating that "all adverse 
reactions are to be reported to the VAERS database 
as required by US law," in fact, reporting is man- 
dated only for events included in tlie "injury table" 
of the National Vaccine Tnjur)' Compensation Pro- 
gram; ASDs and NDDs potentially associated with 
diphtheria, tetanus, whole-cell pertussis (DTP)/ 
DTaP or thimerosal exposure are not mandated. 
Moreover, for these and other adverse reactions, sub- 
stantial underreporting occurs.'*^''^'^ Underreporting 
is particularly common for events that are not in the 
compensation program, for events that are not 
defined by a specific diagnostic test, or when the 
temporal relationship with vaccination is not well 
defined, both of which apply to the conditions eval- 
uated in this study. Tn addition, events in VAERS are 
classified on the basis of a reported diagnosis or a 
coder's interpretation of symptoms/signs included 
in a comment field. Diagnoses are not validated. The 
authors do not report which diagnosis or symptom 
terms they abstracted from the VAERS database or 
how they dealt with diagnostic overlap or incom- 
plete records. This is particularly troubling because 
the disorders reported have a long differential diag- 
nosis and because the mean age reported for children 
with autism (1.7 ± 1.1 year) is below the age at which 
a reliable diagnosis of that disorder is made.'*^'^^ 
Demonstrating the statistical fragiilt)' of analysis of 
this database, if only 1 child who has autism and did 
not receive thimerosal-containing DTaP were mis- 
classificd into the thimerosal group or if 1 such child 
were not reported to the VAERS system, then the 
reported risk ratio would be reduced by half and the 
P value would be >.05. 

Jn addition, several biases may have led to differ- 
ential reporting of events in children who received 
DTaP vaccines that did or did not contain thimerosal 
as a preservative affecting the ability to compare 
relative reporting rates, fn a setting of incomplete 
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reporting, if parents or providers, either of whom 
can report to VAERS, are aware of a possible link 
betw^n thimerosal exposure and NDDs, then re- 
porting by either group may be greater among those 
who have been exposed ("reporting bias"). This bias 
also may have affected description of symptoms and 
had an impact on how events were coded. "Diagnos- 
tic bias," with providers more likely to diagnose 
autism or other NDDs among children who were 
exposed to thimerosal, also may have occurred. Be- 
cause of FDA concern and subsequent recommenda- 
tions by the American Academy of Pediatrics and tire 
US Public Health Service for precautionary thimero- 
sal removal in July 1999, with associated media in- 
terest, there was a substantial risk that these biases 
occurred in a study that includes AEs reported 
through 2(KX). VAERS data show markedly increased 
reporting of autism during the second half of 1999 
and 2000, consistent with reporting bias. 

An additional problem affecting numerator data is 
the inability to define accurately total thimerosal ex- 
posure in children with reported AHs VAERS re- 
ports include only the vaccine type and manufactur- 
ers for the visit associated with the AE and within 4 
weeks before that date. It is not possible to define 
whether a child received thimerosal-containing or 
-free DTaP vaccine at previous visits or other vac- 
cines that may or may not have included this preser- 
vative. As NDD risk was hypothesized by the au- 
thors to be related to the total tiiimerosa! exposure 
rather than only thimerosal in DTaP, the inability to 
define that exposure represents a significant limita- 
tion. 

Substantial questions regarding the accuracy of the 
denominator data for the incidence calculation also 
exist. The denominator requires the total number of 
children in the United States who received thimero- 
sal-containing DTaP (exposed) and the total number 
who received thimerosal-free DTaP (unexposed). 
The authors indicated the source of these data as the 
"Biological Surveillance Summaries of the CDC." 
However. CE>C reports only aggregate doses distrib- 
uted for DTaP and other vaccines and provides no 
manufacturer-specific data.^"^ It is unclear how the 
authors estimated manufacturer-specific data be- 
cause, on the basis of agreements with manufactur- 
ers, CEX2 does not release these data. No source is 
cited in the publication. The authors provided no 
details on how total DTaP doses distributed were 
translated into number of children vaccinated with 
specific thimerosal-containing or thimerosal-free 
vaccines, which is particularly problematic for a vac- 
cine administered in a 5-dose schedule over a 4- to 
5-year period. 

Two other publications by Geier and Geier re- 
ported essentially the same data with minor differ- 
ences and thus are discussed together The arti- 
cles have 3 components: first, data from the VAERS 
database again were presented but analyzed on the 
basis of different levels of thimerosal exposure (co- 
hort data); second, a comparison between the FDA 
and EPA exposure limits was made with the dose 
received in routine vaccination; and third, the US 
Department of Education report on numbers of chii- 



796 THIMEROSAL-CONTAINING VACCINF^ AND AUTISTIC SPECTRUM DISORDER 




226 



dren with neurologic disorders was compared with 
mercury exposure in vaccinations over time (ecolog- 
ical data). The ecological data are discussed in the 
section on ecological studies. 

The cohort data in 1 article-^ evaluated reports of 
autism, personality disorders, and mental retarda- 
tion for children who w'ere exposed to thimerosal- 
containing and thimerosal-free DTaP vaccines using 
VAEI^ reports betw^een 1997 and 2001, and the oth- 
er^*’ assessed autism, speech disorders, and heart 
arrest on the basis of VAERS reports of children who 
were exposed to thimerosal-containing DTP and 
DTaP vaccines from 1992 to 2000 compared with 
thimerosal-free DTaP vaccines from 1997 to 2000. 
DTaP vaccines were not licensed in the United States 
for use begiiming at 2 months of age until 1996. llie 
analytic strategy comparing incidence rates in these 2 
articles is the same as in their first publication. How- 
ever, the authors stated that in each of these analyse, 
they compared childrcji who received an average of 
37.5 ixg of ethylmercury with children who received 
an average of 87.5 /xg. The overall conclusion of both 
publications is that there is an association of heart 
arrest and neurologic disabilities with thimerosal. 

As in the first Geier and Geier article, complete- 
ness in reporting, diagnostic specificity and valida- 
tion, and potential diagnostic and reporting bias can- 
not be evaluated properly m these 2 studies,"'®-^* 
particularly for the study that included data through 
2001 In addition, the authors did not present meth- 
ods on how the ethylmercury exposure estimates of 
37.5 /xg and 87.5 /xg were determined Because 
VAERS reports do not include a child's entire immu- 
nization history and because vaccines that are re- 
ported to have been received before an AE are not 
verified by medical record review, estimated ethyl- 
mercury exposure from the reported vaccination 
visit may be inaccurate and total previous exposure 
would not be possible to estimate. 

Four of the 7 cohort studies do not identify an 
association between thimerosal and ASD. One study 
is from the Vaccine Safety Data Link group from the 
CDC in the United States.^^ Data were collected from 
3 health maintenance organization (HMO) databases 
on a total of 140 887 vaccinees. Data were screened 
for potential associations between NDDs and cumu- 
lative thimerosal exposure at 1, 3, and 7 months of 
age with exposure analyzed as both continuous and 
categorical variables. Relative risks (RRs) were cal- 
culated using a proportional hazards model. In the 
first phase of the study, data from 2 HMOs w’ere 
analyzed. In the continuous variable analysis, an as- 
sociation at HMO A between thimerosal exposure at 
3 months of age and tics was found (RR: 1.89; 95% Cl: 
1.05-3.38). At HMO B, cumulative expasure to 
thimerosal at 3 and 7 months of age was associated 
with language delay (3 months: RR: 1.13; 95% Cl: 
1.01-1,27. 7 months: RR 1 07; 95% Cl: 1.01-1.13). In 
the categoi'tcal analysis, there was a negative associ- 
ation for speech delay with 87 to S175 Hg at 7 
months in HMO A (87-162 fxg: RR: 0.58; 95% Cl: 
0,37-0.93; >175 Mg: FR: 0.58; 95% Cl: 0.36-0.92). For 
HMO B, at 3 months of age, there was an association 
between 2:62.5 /xg Hg and language delay (RR: 1.87; 



95% Cl: 1.08-3.23). Only HMO B included a suffi- 
cient sample size of patients with autism for analysis, 
and no association was found. An additional suba- 
nalysis was performed at HMO B, where children 
who were exposed to thimerosal-containing vaccines 
were compared with children who received only 
thimerosal-free vaccines; at 3 months of age, the only 
statistically significant association was a protective 
effect of thimerosal for attention deficit disorder 
(ADD; RR: 0.70; 95% Cl: 0.52-0.95). 

In the second phase, children in HMO C were 
assessed to evaluate further the associations seen in 
HMOs A and B, in an attempt to confirm the prelim- 
inary findings. There were no statistically significant 
associations. Because of limited numbers, RR at 
HMO C was calculated only for diagnoses of speech 
or language delay and ADD; no increased risk was 
found for either outcome. The authors concluded 
that no association can be confirmed or refuted be- 
tween thimerosal and NDDs, The authors stated that 
because of the retrospective cohort study design and 
the need to resolve conflicting findings in the HMOs, 
additional studies need to be conducted. 

This brief summary simplifies results of a complex 
analysis using a multifaceted data set. This cohort 
includes complete ascertainment of children with In- 
ternational Classification of Diseases, Ninth Revision 
coded diagnoses and complete vaccination histories, 
allowing accurate calculation of thimerosal exposure. 
Analytic methods are described clearly as are meth- 
ods used to control for potential biases, such as dif- 
ferences in health care utilization. The authors foimd 
an association betw’een thimerosal exposure and up- 
per respiratory tract infection, suggesting that in- 
creased health care use may be a confounder, with 
children who have more visits receiving more vacci- 
nations and being more likely to have a diagnosis of 
an NDD such as speech delay. To control for this, 
analyses for HMOs A and B were restricted to chil- 
dren who had made at least 1 visit to a clinic or an 
emergency department at the same age as cases. 
However, the authors did not document that this 
adequately controlled for differences related to 
health care use, and similar measures to control for 
potential confounding could not be implemented at 
HMO C. 

The question of diagnostic accuracy was assessed 
for a subset of patients with an NDD by conducting 
chart review and documenting that the diagnosis 
was made by an appropriate specialist, Confirmation 
rates were variable, with a range from 28% for ADD 
to 92% for autism; rates varied by HMO. Interpreting 
associations for diagnoses with lower confirmation 
rates may be problematic. 

Although this is the first peer-reviewed journal 
publication of these data, it is the third reanalysis of 
these data sets.^-^ Each reanalysis has attempted to 
address methodologic problems, for example con- 
trolling for differences in health care-seeking behav- 
ior and analyzing data from HMOs A and B sepa- 
rately. Although these reanalyses may strengthen the 
overall analytic method, they create a risk of "inves- 
tigator bias" whereby the investigators' beliefs re- 
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garding outcome could affect the analysis and re- 
sults. 

The fifth cohort study uses the Danish Civil R^- 
istration System to examine the rate ratio of ASD in 
children who received thimerosal-containing vacci- 
nations to children who received thimerosal-free vac- 
cinations.-^^ In Denmark, tire only thimerosal-con- 
taining vaccine given after 1970 was DTP; thimerosal 
was removed in 1992. Whole-cell pertussis vaccine 
continued to be administered until 1997, at which 
time Denmark changed to an acellular pertussis vac- 
cine. Using the Danish Civil Registration System, 
Hviid et al^^ were able to connect registrante who 
were born between January 1, 1990, and December 
31, 1996, to their vaccination records at the National 
Board of Health and their pertinent health records at 
the Danish Psychiatric Central Register, the National 
Hospital Discharge Register, and the Danish Medical 
Birth Registry. Medical histories of children were 
followed until pertinent diagnoses were made, chil- 
dren were lost from the system, or children reached 
11 years of age. 

On the basis of doses given at 5 weeks, 9 weeks, 
and 10 months of age, a child in Denmark before 
1992 could receive a total of 125 mS t’f ethylmercury; 
after 1992, the exposure was 0. Incidence rates were 
analyzed with Poisson regression to calculate a rate 
ratio, per 25-/ig ethylmercury increment, according 
to vaccination history. The rate ratio for autism for 
children who received any vaccinations that con- 
tained thimerosal (1 220 006 person-years) as com- 
pared with children who received only thimerosal- 
free vaccinations (1 660 159 person-years) is reported 
as 0.85 (95'^ Cl: 0.06-1.20). For other ASDs, the rate 
ratio was 1.12 (95% Cl: 0.88-1.43). When increments 
of 25, 75, and 1 25 iig Hg are compared, the rate ratios 
and CIs are similar. For assessing for possible mis- 
dassification of thimerosal-containing or Ihimerosal- 
free vaccine during the period of switchover (1992), 
data were reassessed excluding 1992, and results 
again were similar. For addressing possible con- 
founders that might have changed in the population 
over time (eg, dietary mercury, ASD diagnostic cri- 
teria/incidence), the data were analyzed restricting 
the cohort to 1991-1993, and the results again were 
similar. Single imputation was used to evaluate the 
impact of missing values, and no impact was de- 
tected. The authors also evaluated the overall inci- 
dence of autism in Denmark during the study period 
and found a significant Increase per calendar vear 
(RR; 1.24; 95% Cl: 1.17-1.31), even after discontmua- 
tion of thimerosal in vaccines. The authors concluded 
that although there is an increase in incidence of 
autism, there is no evidence of an association be- 
tween thimerosal-containing vaccines and autism in 
the cohort that they studied and no indication of a 
dose-response association. 

The organization of the Danish health system 
lends itself to the type of analysis presented in the 
article. The cohort includes complete ascertainment 
of children, developmental diagnose.s, and immuni- 
zations. That all children in Denmark receive vac- 
cines from a smgie manufacturer (the government) 
optimizes the abilitv to ascertain exposures accu- 



rately. Potential sources of error such as vaccinations 
received during the 1992 changeover period and 
changes in diagnosis of autism during the study 
period were anticipated and analyses were done to 
evaluate their possible impact. One weakness is that 
the validity of the ASD diagnoses was not ascer- 
tained because chart reviews were not performed. 
The authors dismissed this, citing a published paper 
using the same databases in which validity of ASD 
diagnosis was confirmed in 37 (92%) of 40 children. 
On the basis of this information, it is unlikely to have 
significantly influenced the results for this diagnosis. 
Although the study population was large and in- 
cluded almost 3 million child-years of observation, 
no information is presented in the publication on the 
potential difference in the incidence in autism that 
the study is powered to detect. Moreover, the maxi- 
mum thimerosal exposure in Denmark was 125 ^xg 
ethylmercury, which is less than what the potential 
maximum exposure would have been in the United 
States. However, thimerosal exposure started at an 
early age and would be important if sensitivity to 
thimerosal were age-related. 

The sixth study in the cohort category was per- 
formed in the United Kingdom using the General 
Practice Research Database (GPRD).-^'' In this retro- 
spective cohort study, 100 572 term and 2471 preterm 
children who were born from 1988 to 1997 and had at 
least 2 years of follow-up were linked to their vacci- 
nation histories and codes for diagnoses of various 
NDDs. Data for an association between thimerosal 
and these disorders was evaluated using a Cox pro- 
portional hazards model. The thimerosal dose from 
DTP/diphtheria, tetanus (DT; the only thimerosal- 
containing vaccine in the United Kingdom in the 
routine childhood program) was calculated for each 
child using a calculation that reflected both the total 
dose and the age of vaccination such that compari- 
sons could be made between children who received 
a higher dose of mercury earlier in life and children 
who received vaccination later in life and/or missed 
doses. In the term group, 967o of children eventually 
received all 3 doses of DTP/DT. However, there was 
sufficient variability in the timing of vaccination to 
enable comparison using this formula, which is well 
explained in the text of the article. The average 
length of follow-up was 4.7 years and ranged from 2 
to 11 years. Overall, in the term group, 5831 (2.0%) 
neurodevelopmental diagnoses were made, 104 
(0.1%) of these being autism and 70 (0.07%) being 
tics. Two-sided P values with hazards ratios and CIs 
were calculated for term and preterm infants sepa- 
rately, and the data also w'ere analyzed after exclud- 
ing all children who did not receive 3 doses of vac- 
cine by age 366 days, to minimize potential bias 
related to exposure to medical care. The only diag- 
nosis fo*" which risk increased significantly with in- 
creasing thimerosal dose was tics (hazards ratio: 1.62; 
957oCl: 1 05-2 50) for doses by 3 months. For general 
developmental disorder, unspecified developmental 
delay, and ADD, there was a protective effect asso- 
ciated witli thimerosal exposure. Validation was per- 
formed by reviewing charts of primary care physi- 
cians for 152 children with neurologic diagnoses. The 
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dates of vaccination were found to be accurate, and 
in 122 (80%), it was confirmed that the child pre- 
sented with the coded condition; in the other 30 
(20%), there was no record of the diagnc^is, it was 
coded incorrectly, or the diagnosis reflected parental 
concern only. In tire 122 children with a confirmed 
diagnosis, 48 were transient problems and 31 were 
long term; specifically, 24 (89%) of 27 tics were re- 
ported as transient. The authors concluded that the 
borderline association found between thimerosal ex- 
posure and tics is likely to be a chance effect or the 
result of confounding and that there is no evidence of 
neurotoxicity in infants or children who are exposed 
to thimerosal in vaccines. 

Similar to the VSD and Danish studies, the GPRD 
database includes longitudinal health care and im- 
munization data on a large cohort of children.^ Al- 
though of the 152 898 children in the database only 
100 572 were included for analysis, the large majority 
of exclusions were because of missing birthdat^, 
which would not be a source of bias. The remaining 
exclusions, of preterm infants and infants with pre- 
natal or early postnatal conditions that would affect 
receipt of vaccination and NDD outcomes, are ap- 
propriate to avoid potential confounding. The meth- 
ods, analytic approach, and statistical technique are 
described dearly and are appropriate. The high pro- 
portion of developmental diagnoses that were vali- 
dated is reassunng, but the sample evaluated was 
small and validation rales are not presented by di- 
agnosis The authors discussed several potential im- 
pacts of confounding on study results. The apparent 
protecti\'e effect of vaccination for several NDDs 
may reflect an inability to exclude all children with 
underlying conditions that increase their risk of these 
outcomes and decrease their Ukelihwd of timely 
vaccination. The authors also acknowledged an in- 
ability to control for socioeconomic status or to con- 
sider unrecorded medical conditions, although the 
possible impact of these factors is unclear. A poten- 
tial limitation of all analyses that rely on diagnostic 
code data are the possible variability on how physi- 
cians record diagnoses and the potential impact of 
chief coinplaint on final diagno.sis. However, this 
type of diagnostic bias could lead to spurious asM>- 
ciations, rather than a lack of an association as found 
in this study. One limitation of this article is the lack 
of a discussion of the study power to detect signifi- 
cant associations for key NDDs, if such associations 
existed. 

By contrast with the previous 3 studies, which 
analyzed diagnoses made by health care providers, 
the study by Heron et analyzed parental re- 
sponses to questionnaires administered at 7 time 
points over 91 months. The Avon Longitudinal 
Study of Parents and Children in the Unit^ King- 
dom evaluated development of children who were 
born in 1991 and 1992. Questionnaires included the 
Strengths and Difficulties Scales to define behavior 
ratings and the Denver II for fine motor develop- 
ment. Questionnaires also included screening ques- 
tions for concerns about speech, tics, and special 
needs, Information on specific diagnoses, such as 
ASD, was not gathered but was expected to be re- 



flected in the categories analyzed. Questionnaires 
also collected data on 9 potential confounders. Inves- 
tigators were able to match 12 810 children who were 
evaluated in the Avon Longitudinal Study of Parents 
and Children study with their immunization histo- 
ries in the UK Child Health Surveillance Database. 
Thimerosal dose was calculated as in the analysis of 
the GPRD database, taking into account both total 
dose and age at which the dose was given. Multivar- 
iate analyses, controlling for potential confounders, 
found negative associations for thimerosal exposure 
and conduct behavior, fine motor development, and 
tics. Only poor prosodal behavior at 47 months of 
age was significantly associated with thimerosal ex- 
posure at 3 months of age (odds ratio: 1,21; 95% Cl: 
1.01-1.23; P = .031). Hie authors concluded that the 
single association that they found may be expected 
given the 69 statistical tests performed and that early 
thimerosal exposure is not associated with a delete- 
rious neurologic or psychological outcome. 

Strengths of this study are that collecting data 
directly from parents avoids the potential confound- 
ing effects associated with health care utilization, 
and information could be collected on potential con- 
founding variables such as socioeconomic status. 
There are a few concerns with this article, all of 
which are acknowledged by the authors. First, pa- 
rental reports were not validated or compared with 
medical diagnosis. Second, developmental screens 
were problematic. Third, the questionnaire response 
rates varied from 65% for children with the maxi- 
mum exposure to thimerosal to for children 
with no exposure. The authors suggested that chil- 
dren with less thimerosal exposure also fall into a 
lower stKioeconomic group and therefore have more 
risk factors for an adverse neurologic outcome, po- 
tentially creating a bias against finding an associa- 
tion. However, the potential impacts of response bias 
were minimized in the multivariate analysis, which 
controlled for socioeconomic status. Power was not 
addressed in this publication. 

Ecological Studies 

Five studies contain ecological data (Table 1). Two 
of these studies contain cohort data in addition to 
ecological data; the cohort data were reviewed 
above.^'^"'' A separate ecological study by the same 
authors'*^ reported essentially the same data as was 
presented m their cohort/ecological studies; thus, 
the ecological data of all 3 articles are discussed 
together. The authors compared the mean amount of 
ethylmercury in childhood vaccines witli the number 
of cases of various disabilities reported in the US 
Department of Education system over time, using 
data from 1981 through 1985 and 1990 through 1996, 
To determine prevalence of disabilities, the US De- 
partment of Education report and the CDC's live 
birth surveillance data are analyzed. Depending 
on the study, the conditions analyzed included au- 
tism, speech disorders, orthopedic impairments, vi- 
sual Impairments, and deaf-blindness. The authors 
then plotted the average thimerosal dose against the 
individual disabilities found and report€‘d an associ- 
ation between speech disorders and autism with 
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thimerosai but no association with visual impair- 
ments, deaf-blindness, and orthopedic impairmente. 
Odds ratios as compared with a baseline in 1984 and 
CIs >1 were reported. One of the studies also re- 
ported a correlation between the MMR vaccine and 
autism.'*^ 

There are several concerns with this analytic ap- 
proach. The US Department of Education reports the 
number of people with each of the analyzed disabil- 
ities contained in their system, subdivided by age.^^ 
The authors determined prevalence by dividing 
these numbers by the number of live births recorded 
in the year in which that age group was born, as per 
the author reference to CDC data.^-"' The accuracy of 
this approach depends on the assumption that the 
US Department of Education database is equally ac- 
curate and complete for each of the specified periods. 
If dropout was more common for the cohort bom in 
1984-1985 than that born in 1990-1994 and if report- 
ing and diagnostic criteria differ during the time 
periods, then there may be spurious differences. In- 
cidence of these disorders by birth cohort would 
provide a better measure of trends than does preva- 
lence. To evaluate trends in exposure, the authors 
calculated the amount of ethylmercury administered 
on average to US children during the same time 
period. Although the ethylmercury dose did increase 
during the study period as a result of the widespread 
use of Haemophilus influenzae type b and hepatitis B 
vaccines, the methods did not consistently describe 
how ethylmercury exposure was calculated or which 
vaccines were evaluated. The authors stated that the 
ethylmercury dose "was based on the Biological Sur- 
veillance Summaries of the CDC," so the authors 
apparently divided the doses distributed by the birth 
year cohort to arrive at an average dose Problems 
with this strategy include that the number of vac- 
cines distributed in a certain year may not corre- 
spond with the number administered; and, again, the 
referenced report does not include manufacturer- 
specific data that would allow the investigators to 
separate thimerosal-containing from thimerosal-free 
vaccines distributed. In addition, the authors did not 
evaluate the vaccination histories of the children in 
the US Department of Education report; rather, they 
compared trends using 2 separate databases, thus tlte 
conclusion that the relationship between NDDs and 
ethylmercury is "linear," NDDs increasing with each 
microgram of mercury administered, is not valid. 
Although it is plausible that autism prevalence did 
increase at the same time that thimerosai exposure 
increased (with the introduction of new vaccines), a 
basic premise of epidemiology is that correlation 
does not make causation; this shortcoming and alter- 
native hypotheses were not addressed. 

The 2 other ecological studies reported data from 
Sweden and Denmark The first article reported the 
incidence t^r case numbers of autism in Sweden and 
in Denmark from 1987 to 1999.^^ The authors then 
calculated cumulative ethylmercury exposure by 
multiplying the amount in vaccines used at the time 
by vaccination coverage rates (usually >95‘K>) for 
each birth-year cohort and compared results with the 
incidence of autism. Both Sweden and Denmark dis- 



continued thimerosai use during the study period, in 
1992. The results for both countries were similar. 
Autism incidence or case numbers increased 
throughout the study period and continued to in- 
crease (although with some fluctuation) after elimi- 
nation of thimerosai as a preservative in vaccines. 
The data are most compelling for Denmark, where 
autism prevalence rises substantially after thimerosai 
discontinuation. The authors concluded that their 
study constitutes compelling evidence against a 
thimerosal-autism correlation. 

The design of this study is straightforward. The 
quality of records for autism diagnoses and vaccina- 
tion rates and the size and stability of the population 
studied are strengths of this work. One concern is 
that incidence data were provided for Sweden but 
not for Denmark; however, these data were pre- 
sented in a second publication, discussed below 
This study does have some limitations, which are 
discussed by the authors, and include the inability to 
control for or identify factors such as environmental 
exposure to methylmercury. Another limitation to all 
ecological data collected on this subject is that the 
criteria for the diagnosis of autism have changed and 
broadened over the years, making it difficult to in- 
terpret a reported increase in incidence or preva- 
lence. 

The last article in the ecological study category 
used the same data set but evaluated data from 
Denmark only.^^ This study expanded the Denmark 
information to include 1961-1970, when the cumula- 
tive ethylmercury dose was 200 in the first 15 
months of life, and 1970-1992, when the dose was 
125 (ig in the first 10 months of life, as well as 
1992-2000, when vaccines in Denmark did not con- 
tain thimerosai. The incidence of autism was stable 
until 1990 and thereafter increased throughout the 
study period, including the period w-hen thimerosai 
w'as not included in vaccines. The authors concluded 
that there is no evidence for an association between 
thimerosai use in vaccines and autism. 

The limitations of this study are similar to those 
discussed for the article by Stehr-Green et al.^^ In 
addition, because data were not available, outpa- 
tients with the diagnosis of ASD were not counted 
until 1995. This would increase the incidence rates 
for 1995 compared with previous years, as discussed 
by the authors. Rates continued to rise after 1995, 
how'ever, when outpatients continue to be counted, 
so this is not likely to have affected overall conclu- 
sions of the analysis. 

Laboratory Studies Describing Mercury Levels After 
Vaccination in Human Infants 

Most studies of the pharmacokinetics and metab- 
olism of organic mercury have evaluated methyl- 
mercury and have been performed with oral or 
inhalational absorption and are .summarized else- 
where.'*^-^’’ The first publication to describe cthyl- 
mercury (from thimerosai) pharmacokinetics in in- 
fants after Injection was published by Stajich et al 
in 20(X).^^ This study compared 20 infants in whom 
pre- and post-hepatitis B vaccination mercury levels 
were evaluated. Levels after vaccination were col- 
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lected at 48 to 72 hours. Fifteen infants who were 
born at <1000 g were compared with 5 infants who 
were born at >3500 g. Each dose of vaccine con- 
tained 12.5 of ethylmercury. The mean mercury 
leve! after vaccination was significantly higher (P < 
.01) in the preterm group compared with the term 
group (mean: 7.36 ± 4.99 /rg/L vs 2.24 ± 0.58 /i-g/L, 
respectively). The mean value did not exceed the 
Department of Health and Human Service guide- 
lines for "normal" blood mercury levels (<20 p-g/L). 
On an individual basis, this value was exc^ded in 1 
preterm infant (range: 1.3-23.6 Mg/I-) t^ut no infants 
in tire term group (range: 1. 4-2.9 /^g/L). The authors 
raised concern for possible toxicity in the preterm 
population, although the significance of a 23.6-/xg/L 
ethylmercury blood level in 1 infant is unknown. 
I'hese data are useful in suggesting that the birth 
dose of hepatitis B vaccine docs not substantially 
increase blood mercury levels in term infants and 
that levels are well below Department of Health and 
Human Services guidelines. It should be noted that 
the American Academy of Pediatrics and the Advi- 
sory Committee on Immunization Practices do not 
recommend hepatitis B vaccination in infants <1000 
g unless the mother is HB surface antigen positive. 
For both the prclerm and term groups, the small 
sample size limits the precision of the point esti- 
mates. 

The publication by Pichichero et aD*’ included data 
from 61 children; 40 recruited in Rochester, NY, who 
were exposed to thimerosal in vaccines compared 
with an unmatched control group of 21 children who 
were not exposed to ethylmercury in vaccinations 
recruited in Bethesda, MD. Although the Bethesda 
group is called a control, these children are not 
matched and the timing of blood mercury level test- 
ing is different. Children in the thimerosal-exposed 
group received up to 3 thimerosal preservative-con- 
taining vaccines (DTaP, hepatitis B, HnemopliiJus in- 
fUienzae type b), and mercury levels were measured 3 
to 28 days after vaccination, in the control group, 
samples were obtained at either the 2- or 6-month 
well-child visit. Urine and stool samples and mater- 
nal hair for total mercury content were studied for 
some infants, mostly in the thimerosal-exposed 
group. Results showed mercury concentrations be- 
low the limit of quantification in 12 of 33 infants in 
the study group and in 14 of 15 infants in the control 
group. Mean values were higher in younger patients, 
although exact means were not reported. The highest 
level reported was 20.6 nmot/L (parte per billion), 
which was less than the 29 nmol/L cited by the 
authors as thought to be safe in cord blood. Mercury 
also was found in stool specimens of infants who 
w'ere exposed to thimerosal, suggesting excretion via 
the intestinal tract. The half-life of ethylmercury was 
calculated at 7 days (95'’/> Cl; 4-10 days), substan- 
tially less than the 20 to 70 days for methylmercury. 

Although the absence of significantly elevat^ 
blood mercury levels in this study is reassuring, 
there are a number of limitations to the investigation 
Most important, only 4 thimerosal-exposed children 
had blood specimens obtained within 5 days of vac- 
cination — the period during which levels would be 



expected to be highest. In addition, baseline blood 
mercury levels were not obtained, so increases after 
exposure could not be characterized; and the ex- 
posed and comparison groups were not matched by 
age and were enrolled from different geographic 
areas. As the data showed higher mercury concen- 
trations from maternal hair samples of the children 
who received thimerosal-containing vaccine, consis- 
tent w'ith greater prenatal environmental exposure, 
the 2 groups are not the same at baseline and thus 
comparing them is problematic. Estimates of the 
half-Ufe of ethylmercury were derived from a model 
and not from longitudinal obsen'ations of children. 
Although a difference between the half-lives of ethyl 
and methyl mercury is an important finding, directly 
assessing half-life would be more optimal than rely- 
ing on modeled results. 

Although not a pharmacokinetic evaluation, Geier 
and Gcier-^^’-^' compared the FDA and EPA exposure 
limits with the thimerosal dose received in routine 
vaccination. They reported an "instantaneous ex- 
cess" of mercury in vaccines on the basis of EPA and 
FDA standards of 3.2- to 32-fold. The data source and 
these calculations are understandable and reproduc- 
ible. However, they are a misinterpretation of the 
EPA and FDA guidelines, which define their refer- 
ence dose as "an estimate of daily exposure to the 
human population (including sensitive subpopula- 
tions) that is likely to be without a risk of adverse 
effects when experienced over a lifetime. ' No stan- 
dards exist for an "instantaneous," single-day dosage 
of ethylmercury delivered by intramuscular injec- 
tion. 

DISCUSSION 

The quality and conclusions of 12 original studies 
on the potential association between thimerosal-con- 
taining vaccines and developmental disorders, in- 
cluding ASD, were examined in this review. Results 
of epidemiologic studies can contribute to assess- 
ment of causation but, by themselves, have several 
inherent limitations. Because they are observational 
rather than experimental, differences between study 
populations, multiple potential sources of bias, and 
the effects of confounding all can affect outcome. 
Thus, care in selecting the study group, defining and 
measuring exposures and outcomes, and analytic 
methods is crucial in obtaining meaningful results. 
Although consistency of results between multiple 
studies is 1 factor that can contribute to accepting or 
rejecting a causal relationship, a caveat is that only 
high-quality studies should be considered when 
evaluating consistency of findings. The 4 epidemio- 
logic studies that support an association between 
thimerosal exposure and NDDs including autism, all 
by the same authors and using overlapping data sets, 
contain critical methodologic flaws that render the 
data and their interpretation noncontributory. The 
retrospective and prospective cohort studies that do 
not report an association, despite some limitations, 
generally were well designed and appropriately an- 
alyzed. Overall, these data support a conclusion of 
no association between thimerosal-containing vac- 
cines and autism in children. 
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In a cohort study that finds no association, it is 
important to assess the study's power to detect a 
significant association, if it existed; none of the 4 
quality cohort publications did so, although they did 
report C!s. Despite large numbers of children or 
child-years of observ'ation included in the studies, 
because some of the measured outcomes were un- 
common, power to detect significant associations 
may have been limited. One can assess the precision 
of a point estimate by Cl width. For some analyses, 
the Cl may include values that, taken individually, 
could seem clinically important; for example, a 95% 
Cl from 0.78 to 1.71 represents a 5% chance that there 
is a 71% increase in the evaluated measure. Although 
this is not statistically significant (P > .05), some may 
believe that it is clinically significant. Converi^ly, 
when 4 quality studies do not consistently find sta- 
tistically significant associations, an association that 
is found is most likely attributable to chance from 
multiple measures. In this context, although there 
may be a small chance that a clinically important 
association could not be detected by an individual 
study, the failure to detect an association in 4 well- 
designed cohort evaluations and 2 well-designed 
ecological studies supports that there truly is no 
association between thimerosal and ASD/NDDs. 

A limitation in generalizing from the European 
studies to the United States is that total thimerosal 
exposure in the United Kingdom, Sweden, and Den- 
mark were le^ss than the potential maximum dose in 
the United States, and vaccination schedules dif- 
fered; not including influenza, these amounts are 
75 jxg, 75 /xg, 125 /ig, and 237.5 /ig of ethyl mercury, 
respectively. However, a higher earlier exposure 
may be important if a true risk exists. 

The pharmacokinetic studies, although limited by 
small sample sizes and differences in timing of spec- 
imen collection, suggest that blood mercury levels 
postvaednation in human infants are not in the range 
of known toxicity, making neurologic damage from 
thimerosal in vaccines unlikely. One caveat to this is 
that the blood level that could be associated with 
subtle neurotoxicity is controversial and thus makes 
pharmacokinetic studies difficult to interpret. The 
lowest Benchmark dose for a neurobehavioral end- 
point after in utero exposure to methylmerctiry that 
the National Research Council considered reliable 
was 58 fxg/L (parts per billion) in cord blood. 

'Hie postnatal threshold for subtle neurotoxicity is 
not known but likely would be greater than the 
lowest Benchmark dose for the more susceptible fe- 
tus. In any case, the highest levels found in these 
investigations are not in this range, although the 
timing of blood draws may not have been optimal. In 
addition, the results of the study by Pichichero et 
demonstrating differences in the half-life and 
metabolism of ethyimercury and methylmercury, in- 
dicate that extrapolating experience with the latter to 
the former may be inappropriate. 

Surprising, animal data on thimerosal pharmaco- 
kinetics are sparse. Magos^^ '*^ compared exposure to 
these 2 types of mercury in rats and found that 
methylmercury is actively transported across the 
blood-brain barrier, whereas ellyylmercury is pas- 



sively transported and is not as neurotoxic. An ab- 
stract published in 2003 on the pharmacokinetics in 
newborn monkeys also demonstrated a much shorter 
half-life for ethyimercury and lower brain levels.-'’^ 
Although there are anecdotal reports of mercury che- 
lation aiding children with autism, there have been 
no controlled trials, and reports of mercury levels in 
autistic children are few. One study reported lower 
mercury levels in the hair of autistic children com- 
pared with control children; although the authors 
hypothesized that the mercury was absent from toe 
hair because it was being retained in the brain, no 
evidence was presented to support this assump- 
tion.^'' 

Ecological studies are subject to inherent limita- 
tions of this method. Changes over time in the diag- 
nosis and reporting of autism and other NDDs make 
trends particularly difficult to evaluate. Neverthe- 
less, data from Denmark and Sweden, where expo- 
sure to thimerosal in vaccines was eliminated in 1992 
and where autism rates continued to increase, are 
consistent with the results of the quality cohort stud- 
ies and the pharmacokinetic findings. 

The evidence reviewed here indicates there is no 
association between thimerosal-containing vaccines 
and NDDs, including autism. Determining the cause 
of autism is important for future diagnosis, treat- 
ment, and prevention. However, as toe evidence re- 
viewed here suggests, these efforts may be substan- 
tially more productive if they are redirected to other 
hypotheses. Autism research dollars are limited, and 
parents of autistic children deserve to see finances 
directed to where they will do the most good. In 
addition, the evidence reviewed here does not sup- 
port a change in the standard of practice with regard 
to administration of thimerosal-containing vaccines 
in areas of the world where their use is critical, such 
as economically developing countries. Removal of 
thimerosal as a preservative has resulted in the use of 
single-dose vials that are more expensive and in- 
creases the need for refrigerator space and other cold 
chain equipment. In much of the world, these con- 
straints represent a substantial barrier and would 
result in far fewer children being vaccinated against 
serious and life-threatening vaccine-preventable dis- 
eases. It IS well documented that unfounded con- 
cerns about vaccine safety can result in decreases in 
vaccination rates, subsequent disease outbreaks, and 
inefficient and ineffective utilization of scarce finan- 
cial and research resources In the case of thimer- 
osal and autism, a growing body of scientifically 
credible evidence suggests that there may be little to 
be gained from large additional research investments 
and, at a minimum, that it is time that additional 
significant investments in scientific or medical re- 
search related to thimerosal and autism be based on 
credible grounds that would lead one to believe that 
such investigations will contribute to understanding 
mechanisms that cause ASD. 
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CERVICAL STITCHES ARE INEFFECTIVE 



"A common surgical procedure long believed to help prevent premature births 
is ineffective, a new study has concluded. The study examined a technique called 
cervical cerclage, used in up to 2 percent of all pregnancies, according to Dr Kypros 
H. Nicolaides of the Kings College Medical School in London, an author of tlie 
study. The cervix is a sphincter of muscle that holds the fetus inside the uterus in 
pregnancy. Women whose cervixes have been damaged or are shorter than normal 
have long been thought to be at higher risk of premature deliveries. In cervical 
cerclage, stitches are inserted to shore up the cervix and give it added strength. The 
study, published on June 5 in The Lancet, involved more than 47 000 pregnant 
women in many countries. The women were examined with ultrasound, A group 
of 470 whose cervixes were short enough to put them at risk and who chose to 
participate were rajidomly assigned to get the procedure or not. Dr Nicolaides said 
the results confirmed that the length of the cervix accurately predicted preterm 
delivery. But the study also found that the cerclage procedure made no significant 
difference in the outcome; 22 percent of the women who had the surgery extended 
their pregnancy beyond 33 weeks, as did 26 percent of the control group," 



O'Neil j. New York Times. June 8, 2004 



Noted by jFL, MD 
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A Case-Control Study of Mercury 
Burden in Children with Autistic 
Spectrum Disorders 
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James B. Adams, Ph.D. 

MarkR.GckT,M.D.,Ph.D. 

ABSTRACT 

Large autism epidemics have recently been reported in the 
United States and the United Kingdom Emerging epidemiologic 
evidence and biologic plausibility suggest an association between 
autistic spectrum disorders and mercury exposure. 

This study compares mercury excretion after a three-day 
treatment with an oral chelating agent, meso-2,3- 
dimercapfosuccinic add (DMSA), in children vflth autistic spectrum 
disorders and a matched control population. Overall, urinary 
mercury concentrations were significantly higher in 221 children 
with autistic spectrum disorders than in 18 normal controls 
{Relative increase (Rl)=3.15; P < 0.0002}. Additionally, vaccinated 
cases showed a significantly higher urinary mercury concentration 
than did vaccinated controls (Ri=5.94; P < 0.005). Similar urinary, 
mercury concentrations were observed among matched vacci- 
nated and unvaccinated controls, and no association was found 
between urinary cadmium or lead concentrations and autistic 
spectrum disorders. 

The observed urinary concentrations of mercury could 
plausibly have resulted from thimerosal in childhood vaccines, 
although other environmental sources and thimerosal in Rh^(D) 
immune globulin administered to mothers may be contributory. 

Regardless of the mechanism by which children with autistic 
spectrum disorders have high urinary mercury concentrations, the 
DMSA treatment described in this study might be useful to diag- 
nose their present burden of mercury. 

KEY WORDS; autism, autistic spectrum disorders, chelation, 
DMSA, mercury, thimerosal 

Background 

Recent studies have analyzed the prevalence of aiH)sm from the 
mid-1980s through 2002 in the United States and the United 
Kingdom,'"* The prevalence of autism is estimated lo have risen 
from one in about 2,500 duitlren in the mid-J980s to as common as 
one in 150 by 2002, Further, since all of these studies find the 
prevalence of autism in mates to be four times that of fcmale.s, the 
male prevalence of this disorder exceeds one in iOO. These .studies 
show that the rise in the prevalence in autism is genuine and not the 
result of population migration, differences in diagnostic criteria, or 
other potential confounders. 

In 2001. the Institute of Medicine (lOM) of the United States 
National Academy of Sciences" determined that a link berween 
mercury froin thiincrosa! contained in childhood vaccines and the 
recent dramatic increase in neurodevelopment disorttere ts biologi- 
cally plausible Recent .studies demonstrate a strong epidemiologic 



link between exposure to mcrcuiy from thimerosal contained in 
chiidhCKtd vaccines and neurodevelopment disorders. 

The purpose of this study was to evaluate the concentration of 
mercury in the urine following a fhrec-day treatment with an ora! 
chelaring agent, meso-2,3-dimercaptosuccinic acid (DMSA), in 
children with autistic spectrum disorders in compari.son to a 
control population. Forman ei a!.'" have reported on the use of oral 
treatment with DMSA in children exposed to metallic mercury. 
The authors found that oral chelation with DMSA produced a 
significant mercury diuresis in these children. They observed no 
adverse side effects of treatment. The authors concluded that 
DMSA appears to be an effective and safe chelating agent for 
treatment of pediatric overexposure to metallic mercury In 
addition, extensive literature supports its safety in the chelation of 
lead from exposed children. 

Methods 

This study is a retrospective analysis of 221 consecutive 
children with previously established autism spectrum disorders 
referred and admitted to the International Child Development 
Resource Center (ICDRC). Each child had been diagnosed with 
autism (DSM-IV 299.00) or pervasive developmental disorder 
(DSM-fV 299.80) by outside physicians. A control population of! 8 
children was also identified without auti-sm spectrum disorders in 
dicmsclves or among their .siblings or their first-degree family 
members. These healthy children presented to the ICDRC for 
elective deicnnination of their levels of environmental mercury 
exposure at the request of their families, and arc included here for 
case comparLson. The Arizona State University Institutional 
Review Board approved our retrospective examination of cases and 
controls in this study. 

All children were examined to exclude those who had dental 
amalgams. Among the 221 cases, alt had received their full 
scheduled childhood immunizations appropriate for their rcspcc- 
tiveages, Amongihe IScontroi.s, 10 children had received their full 
childhood immunization schedules, and 8 children had received no 
childhood immunizations because of religious objections, 

Infonncd consent wa.s obtained from both cases and controls for 
DMSA chelation treatment. Controls and cases were both chal- 
lenged with a three-day oral treatment of DMSA (1.0 mg/kg per 
dose given three times daily). After the ninth dose, the first voided 
morning urine was collected (when possible), or an overnight urine 
collection bag was worn. All laboratory analyses were perfonned 
by the IDocmrs’ Data, Inc., in Chicago, 111. The response to DMSA 
was measured as micrograms of mercury per gram of creatinine 
using inductively coupl^ mass spectrometry, and creatinine was 
measured using the Jaffc method. The laboratory was not informed 
whether the specimens were from cases or controls. 

In addition to the overall excretion data, several epidemiologic 
casc<ontrol studies were conducted using the available popula- 
tions. First, it was possible to match 88 cases against 16 controls for 
age (within one year) and sex, and overall [hki-DMSA urinary 
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mercury concentrations were determined. Second, it was possible 
to match 55 cases against 8 vaccinated controls for age, se.K, and 
vaccine status, and overall post-DMSA urinary mercury, cadmium, 
and lead concentrations w'erc determined. Finally, as q>idemiolc^ic 
controis, it was possible to match 5 each of vaccinated and unvacci- 
nated controls for age and sex. and overall po.st-DMSA urinary 
mercury, cadmium, and lead concentrations were determined 
The statistical package contained in Excel* and SIS.A* was 
employed in this study. We determined means, relative increase 
(Rl) in mean heavy metal excretion in cases compared with controls 
(mean,,,^,/mean;^^,,„id. standard deviation, and statistical signifi- 
cance using a f-test. Our null hypothesis was that the populations 
under study should have similar distributions of cxcicicd heavy 
metals, and we accepted a double-sided P-value of <0.05 as 
statistically significant. 



Population 

Type 


Number 
of Boys 


Number 
ot Girls 


Mean Age 
in Years 
(Ranoe) 


Mean Urinaiy Mercury 
(meg/ g) creatinine 
(Ranoe) 


Cases 


183 


38 


6.25 
(3 to 15) 


4.06 ± 8.59 
(0 to 58.65) 


Controls 


14 




8.85 
(3 to 16) 


1.29s1.54 
(0 to 6 . 2 ) 



Table 1 . Summary of 221 Cases and 1 8 Controls 



Results 

Table 1 summarizes the number of males and females, mean 
age in years, and average meg Hg/g creatinine after DMSA 
treatment among our 22! cases and 18 controls. Among our 221 
cases the boyigiri ratio was 4,88:1, and among our 18 controls the 
boyigir! ratio was 4:1. Urinary mercury concentrations were 
significantly higher in cases than in controis (Rl==3.1 5; P< 0,0002; 
95%C!:!.43to4,!!), 

In the first part of our case-control analysis, we detemiined the 
mean and standard deviation of the concentrations of urinary 
mercury in the 88 cases (5.45 ± 1 0,9 meg Hg/g creatinine} and 16 
age and sex-inatched controls (1,45 * 1.57 meg Hg/g creatinine) 
aflei DMSA treatment. The urinary mercury concentrations were 
.significantly higher in cases than in controls (R!“3.76; P < 0.002; 
95% Cl; 1,60 to 6.41). 

The rcsiiits of the second part of our case-control analyses are 
summarized in Table 2. Wc determined the mean and standard 
deviation of the urinary mercury concentrations in the 55 cases 
(6,42 ± 12.69 meg Hg/g creatinine) and 8 age. sex. and vaccine- 





Heavy Metal 
Examined 


Population 

Examined 


Heavy Metal Level 
fmeo/o creatinine) 




Mercury 


55 Cases 


6.42x12.69 




Mercury 


8 Controls 


1.08± 1,12 


Statistical 

Assessment 






Relative Increase = 5.9 
P < 0.005 

95% Cl; 1.90 to 8.79 




Cadmium 


^ Cases 


0.48 * 0.42 




Cadmium 


8 Controls 


0.36^0.22 


Statistical 

Assessment 






Relative Increase =1.3 
P = 0.35 
Not Sionificant 




Lead 


55 Cases 


18.2 s 43.3 




Lead 


8 Controls 


11.8s8.6 


Statistical 

Assessment 






Relative Increase = 1.5 
P = 0,34 
Not SionUi(»nt 



Table 2. Matched Cases and Controls for Heavy Metal Levels Following 
a 3-Day DMSA Treatment 



status-matched controls (1.08 ± 1.12 meg Hg/g creatinine). Wc 
determined That cases had a significantly higher urinary concentra- 
tions of mercury after DMSA treatment than did controls tRT=S 94; 
P<0.(M)5;95%CI: 1.90 to 8.79). As shown in Table 2, both groups 
had similar urinary concentrations of cadmium and Icud uftcr 
DMSA treatmait. Among our age and sex-matched healthy 
children, we determined that 5 vaccinated controis had similar 
urinary concentrations of mercury, cadmium, and load after DMSA 
treatment compared with 5 iinvaccinated controls, as is summa- 
rized inTable 3. 





Heavy Metel 
Examined 


Population 

Examined 


Heavy Metal Level 
(mco/Q creatinine) 




Mercury 


5 Vaccinated 
Controis 


0.70 ±0.71 




Mercury 


5 Unvaccinated 
Controls 


1.98 ±2.40 


Statistical 

Assessment 






P = 0.35 
Not Sionificant 




Cadmium 


5 Vaccinated 
Controls 


0.42 ± 0.27 




Cadmium 


5 Unvaccinated 
Controls 


0.60 ± 0.27 


Statisticai 

Assessmertt 






P = 0.65 
Not Sionificant 




Lead 


S Vaccinated 
Controls 


14.0 ±10 1 




Lead 


5 Unvaccinated 
Controls 


16.1 ±B.5 


Statistical 

Assessment 






P =0.73 
Not Sionificant 



Table 3. A summary of a comparison of matched vaccinated and unvacci- 
naied contrerfsfor heavy metal levels following a three-day DMSA treatment 



Discussion 

This study shows a strong associaiion between increased 
urinary mercury concentrations following three days of treatment 
with DMSAand the presence of an autistic spectrum disorder. The 
.statistically significant association persists when vaccinated cases 
are compared with matched vaccinated controis, No association 
was found between post-DM SA urinary cadmium or lead concen- 
trations and authsiic spectrum disorders. Lastly, although the study 
populations were small, the heavy-metal concentrations measured 
in matched vaccinated and unvaccinated control children were 
small and showed no statistically significant differences in urinary 
mercury, cadmium, and lead concentrations following a three-day 
ircalment with DMSA, 

Prcviou.sly, StajicU et al.” showed that newborn infants had 
,’iigni ficant ( P < 0.0 1 ) several-fold increases in the blood concentra- 
tions of mercury during the 48 to 72-hour period following 
immunization with thtincrosal-conraining childhood vaccines, 
compared with prc-vaccinat ion levels, 

Pichichero ct al'* examined the concentrations of mercury in 
the blood, urine, and stool 3 to 28 days following thimerosal- 
containing vaccines in 40 full-term infants of age 6 months and 
younger in comparison to 21 control infants receiving thimerosal- 
free vaccines. The mean mercury doses received by fhimcrosal- 
exposed subjects were 45.6 meg (range 37.5-62.5) for 2-month-old 
mfants and 1 11.3 meg (range 87.5-175.0) for 6-month-oid infants. 
Blood mercury concentrations in thimerosai-exposed 2-month-old 
infants ranged from less than 3.75 to 20.55 nmol/L; in 6-moiUh-oid 
infants, all values were lower than 7,50 nmol/L. Only 15 blood 
samples from controls containcdquamifiabic mercury. 
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Concenlralions of mercuiy were low in the urine after ^raccina- 
tion but were high in the stools of thimerosal-exposed 2-month-old 
infants (mean 82 ng/g dry weight) and 6-ntonth-old ini^ts (mean 
58 ng/g dry weight) The authors estimated that the blood half-life 
of cthyimcrciiiy was 7 days (95% Cl 4-10 days). The study was 
unable to determine the ultimate disposition of most of the mercury 
with which infants were injected. 

Our analysis shows tJtat children who developed autistic 
spectrum disorders had significantly greater accumulated mercury 
than controls. Our results arc similar to those of the retrospective 
study by Holmes et ai," They observed that there was a significant 
relationship between increasingly severe autism and decreasing 
mercury levels in first baby haircuts in comparison to nonnal 
conP'ois. Our results and those ol Holmes etal. probably result from 
a decreased ability of children with auti.stic spectnim disorders to 
excrete mercury, resulting in the retention of potentially toxic 
mercin7 levels. 

Impaired sulphation is observed in autistic spectrum disorders, 
and this biochemical deficit, possibly a pre-existing genetic 
condition, may contribute to the observed mercury accumulation, 
since the nonnal mechanism of clearing mercury from the body is 
thought to involve the binding of mercury compounds to 
sulfhydryl groups.''' 

Mercury concentrations in the human brain arc six times greater 
than the blood.'* This stems from the fact that thiincrosal contains 
the ethylmercury radical attached to the siilftir atom of the thiol 
group of salicylic acid Generally, mercuric ions bind tightly but 
reversibly to thiol lig.mds,"’ It is likely, therefore, that the 
ethylmercury cation of ihimerosaldissociatc.s from the thiosalicylic 
acid moiety immediately after injection to bind to the surrounding 
thiol ligands present in groat excess in tissue proteins.'' 

The btiildup of mercury in the tissues of children is particularly 
alarming in light of a rt’cent article by Baskin el al.'* They have 
examined the toxic effects of micromolar concentrations of 
thiinerosal in cultured human cerebral cortical neurons and in 
normal human fibroblasts. The results demonstrated that 
thiincrosal in micromolar concentrations induced membrane and 
DNA damage, and initiated ciispase-3 dependent apoptosis in 
human neurons and fibroblasts. In addition, the authors report that 
thimcrosal toxicity may occur at even lower doses than those 
utilized in their experiments with iongci times of exposure. Another 
recent study by Makani ct ai.'" has also demonstrated high cellular 
toxicity of thiinerosal in low micromolar concentrations in T-cclls 
incubated with thimcrosal for 24 hours. 

A recent article by Nelson and Bauman" stated that the overall 
clinical picture of mercurism-from any known form, dose, 
duration, or age of exposure does not mimic that of aiiti.sm and 
that no evidence has yet been brought forward to indicate that 
children exposed to vaccines containing mercurials have more 
autism than children w'ith less or no such exposure. However, the 
Naliomii Toxicology Program (NTP) within the U.S. Department 
of Health and Human Services, an interagency program headquar- 
tered at the National Insliuites of Health's National Institute of 
Environmental Health Sciences (NIEHS). reports that clumsiness, 
speech impairment, and emotional disturbances arc commonly 
observed with both acute and chronic thimcrosal exposure. These 
mercurial symptoms are core to the observed abnormalities in 
autistic spcciniin disorder.s. This ob.servation is supported by 
Green et al.." who recently reported that clumsiness is a com- 



monly observed comorbidity in Asperger ’.s Syndrome, an autistic 
spectrum disorder. 

The results of our present study, combined with the published 
observations included above, disagree with the views expressed by 
Nelson and Bauman and support the hypothesi.s of Bernard et ai.," 
who have compared the similar biological abnormalities com- 
nKmly found in autism and the corresponding pathofogie.s arising 
■from mercury exposure. Distinct similarities were found between 
autism and mercury exposure in their effects upon biochemistry, 
the immune system, the central nervous system structure, 
neuroebemistry. and neurophysiology. 

Another study by Bernard et a!.” has further examined the 
relationship between thimcrosal and autism. They determined that 
thimerosal was first added to childhood vacemes in the 1 930s, and 
autism was first described in 1943 among children born in the 
1930s, suggesting that auti.sm may indeed be an iatrogenic effect 
ofthimerosal. 

In addition. Redwood et al." have reported that mercury 
exposure from childhood immunization is a cause for concern 
because exposure to low levels of mercury during critical stages of 
development has been as.sociated with neurological disorders in 
children, including attention deficit disorder (ADD), learning 
difficulties, and speech delays. 

Moreover, our findings appear to confirm previou.sly published 
epidemiologic evidence showing a direct association berween 
increasing mercury from ihimerosal-containing childhood 
vaccines and ncurodeveiopment di.sordcrs in children.’’ These 
studies showed that there was a two to sixfold, statistically 
significant increased incidence of ncurodeveiopment disorders 
following an additional 75-100 meg dosage of mercury from 
thimcrosal-containing childhood vaccines in comparison to 
ihimcrosal-frce childhood vaccines. These studies showed dose- 
respon.se curves demonstrating a close, statistically significant 
correiation between increasing mercury doses from childhood 
vaccines and childhood ncurodeveiopment disorders. 

The results of our analyses suggest that mercury should be 
removed immediately from all biologic products, and others have 
reached a similar conclusion. Kravchenko et al." stated. “Thus 
thimcrosal. commonly used as a preservative, has been found not 
only to render its primary toxic effect, but also [to be] capable of 
changing the properties ofcells. This fact suggests that the use of 
thimcrosal for the preservation of medical biological prepara- 
tions, especially those intended for children, is inadmissible," Cox 
and I'orsyth" reported. “However, individual cases of severe 
reactions to thimerosal demonstrate a need for vaccines with an 
alternative preservative." Similarly. reactions can be expected 
in such a high percentage of mcrihiolatc-scnsitive persons that 
merthiolatc in vaccines should be replaced by another antibacte- 
rial agent.”” Rohyans etal, "revealed in 1 984, “Although aqueous 
merthiolatc has been used for years as a topical antiseptic, a recent 
review of its use by the Food and Drug Administration resulted in 
its classification as ‘less than clTcctivc.' Furthermore, two of the 
ingredients (thimerosal and borate) in merthiolatc arc toxic if 
absorbed or injected." In addition. Sea! et al.” reported in The 
Lancei, “Thimcrosal is a weak antibacterial agent that is rapidly 
broken down to products, including ethylmercury residues, which 
are neurotoxic. Its role as a preservative in vaccines has been 
questioned, and the pharmaceutical industiy itself considers its 
useashistorical,” 
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Conclusion 

Analysis of post-DMSA urinary mercury excrelion found a 
strong, statistically significant association, between greatly 
increased urinary mercury concentrations and the presence of 
autistic spectnim disorders in vaccinated children. 

The mercury levels measured in this study could plausibly 
have resulted from exposure to mereury in routine childhood 
vaccines in the United States, while thimerosai in Rh,(D) immune 
globulin and other potential environmental sources of mercury 
may be contributory. 

Our study is unable to detennine whether the statistically 
signillcantiy iughcr urinary concentrations ofmercury measured in 
cases m comparison to controls is caused by higher exposure to 
mercury, reduced ability to excrete mercury, or a combination of 
these explanations. Regardless of the mechanism by whidi childnm 
with autistic spectnim disorders accumulate high mercury levels, 
the DMSA treatment course described in this study appears useftil 
and important in determining mercury body burden. 

The data from this study, along with emerging epidemiologic 
data showing a link betw'cen increasing mercury doses from 
childhood vaccines and childhood ncurodcvclopment disorders, 
increases the likelihood that mercury is one of the main fa«ors 
leading to the large increase in the rate of autism and other 
neurodevclopmcnt disorders. It is to be hoped that removing 
thimerosai from all childhood vaccines will contribute to a decline 
in the numbers of new cases of autistic spectnim disorders. 

Unfortunately, as discussed in a recent publication,'* many of 
the vaccines recommended for the childhood immuniration 
schedule contained the full doses of thimerosai through 2002 
(FDA, personal communication), and m addition, pediatric 
vaccines such as influenza, cliphtha la-icianiis (DT), and possibly 
others, still contain the full amounts of thimerosai in 2003. 
Therefore, it may be quite some time before a decrease in the 
prevalence of nciivodevclopmcnt disorders isseen. 

Jeff Bradstreet, M.D., is Medical Director of the International Child 
Development Resource Center (ICDRC): David A. Geler, B.A.. is President 
of MedCon, Inc.: Jerold J. Kartzlnel, M.D., is a ^aft physician at ICDRC: 
James B. Adams, Ph.O., is a Professor in the Oepartmeni of Chemicals and 
Materials Engineering, Arizona State Unlver^ty. Tempe. A2: MarK R. Geier, 
M.D., Ph.O., is President of the Qortetic Centers of America. Address 
correspondence to Mark R, Geier, 14 Redgale Court. Silver Spring, MD 
20905, telephone (301) 989-0548. Pax: (301) 989-1543, e-mail 
mgeier@erols.com. 

Potential conflict of interest Or Mark Geier has been an expert witness and a 
consultant in cases involving adverse reactions to vaccines before the U.S. 
Vaccine Compensation Act and in civil litigation. David Geier has been a 
consultant in cases involving adverse reactions to vaednes before the U.S. 
Vaccine Compensation Act and in civil litigation. 

Funding: This study was funded In part by the nonprofit International Child 
Development Resource Center, 1688 W. Hibiscus Svd., Melbourne, PL 
32901. 

REFERENCES 

' Burd L, Fisher W, Kerbeshian J, A prevalence study of pervasive 
developmental disorders in North Dakota. J Am Acad Child Adolssc 
PsyeWafry 1987:26:700-703. 

* Ritvo ER, Freeman BJ, Pingree C, et ai. The UCLA-University of Utah 
epidemioiogic survey of autism: Prevalence. Am J Psychiatry 
1983,146:194-199. 

’ Yeargin-Allsopp M, Rice C. Karapurkar T, el a!. PrevsJence of autism bi a 
US metropolitan area. JAMA 2003;289:49-55. 



‘ Bertrand J. Mars A. BoyieC.et al. Prevalence of autism in a United States 
populaKon: The &ick Township, New Jersey, investigation. Pediatrics 

2001;108:1155-1161. 

* Fiona JS. Baron-Cohen S, Bolton P, at af. Brief report Prevalence of 
autism spectrum conditions in children aged 5-1 1 years in 
Csnbridgeshire. UK. Aufem 2002;6:231-237. 

* Institute of Medicine (US). Immunization Safety Review: Thimerosat- 
Cc^ining Vaccines and Neurodevelopmenla! Disorders. Washington, 
DC: NaSonat Academy Press; 2001 , 

' Geier MR, Geier OA. Thimerosai in childhood vaccines, 
rKUfodeveiopment disorders, and heart disease in the United States. J 
AmPhys Su/g 2003:8:6-1 1 , 

* GeiwMR.GaerDA.Neufodevelopmentaldisordersfollowingaiimerosal- 
caitaining vaccines. Exp S'd/ Med 2003:228:660-664. 

’ Geier DA, Geier MR. An assessment of the impact of thimerosai on 
(^itfiood neorodevelopmental disorders, PediatrRehatiil (in press). 

^ Forman J. Moline J. Cernichiafi E. et al. A cluster of pediatric metallic 
mercury exposure cases treated with meso-2,3-dimercaptosuccinic acid 
(DMSA). Environ Health Perspect 2000:108:575-577. 

" Stajic^iQV.LopezGR Harry SW,etai. Iatrogenic exposure to mercury after 
hepatitis B vaccination in preterm infants. JPed/atr 2000;136:679-681 , 

” Pichichero ME. Cemichiari E, Lopreiato J, et al. Mercury concentrations 
and m^abolism in infants receiving vaccines containing thimerosai: A 
descriptive study. Lancer 2002;360:1737-1741, 

” Holmes AS. Blaxiil MF. Haiey BE, Reduced levels of mercury in first baby 
h^cutsofautisticchfldfen./nfjrox/c2003;11 1(4);(inpress). 

“ Mberti A. Pirrone P, Elia M, et al. Suiphation deficit in ‘'low-functionlng“ 
aufisticchi!dfen:apiiotstudy. 8(0/ Psyc/irafry 1999;46:420-424. 

“ Gilbert SQ, Granf-Webster KS, Neurobehavioral effects of developmental 
methyknercury exposure. Environ Health Perspect 1995:103(Suppi 
6):135-142. 

'* CartyAJ, Malone SF. The chemistry ofmercury in biological systems, in: 
The Biogeochemistiy of Mercury in the Environment. Nriagu JO (ed). New 
York, N.V.; Elsevier/NcMih Hc4tand;l 979:433-459. 

"Clarkson TW. The three faces of mercury. Environ Health Perspect 
2002;1l0(Suppl1);l1-23. 

’* Baskin DS. Ngo H. Didenko VV. Thimerosai induces DNA breaks, 
caspase-3 activation, membrane damage, and cell death in cultured 
human neurons and fibroblasts . Toxicol Sd 2003; (in press) . 

’• Makani S, GoHapudi 8. Yel S. et ai. Biochemical and molecular basis of 
thimerosat-induced apoptosis in T-cells: Major rote of mitochondrial 
pathway. Genes Immun 2002:3:270-278. 

" Nelson KB, Bauman ML. Thimerosai and autism? Pediatrics 
2003; 111:674-679. 

*' Green 0, Baird G. Barnett AL, et al. TTie severity and nature of motor 
■mpairment in Asperger's syndrome: a comparison with specific 
developmental disorder of motor function, J Child Psychol Psychiatry 
2002:43:655-668. 

” Bernard S. Enayali A. Redwood L, et al, Autism; A novel form of mercury 
poisoning. Med Hypothesis 2001 ;56:462-471 . 

” Bernard S, Enayali A. Roger H, et al. TTie role of mercury In ttie 
pathogenesisof autism.Mo/Psyc/i/af/y2002;7(Suppl 2):S42-S43. 

” Redwood L. Bernard S. Brown D, Predicted mercury concentrations in 
hair from infant immunizations: cause for concern. Nsurotoxicology 
2001;22:691-697. 

” Kravchenko AT. Dzagurov SG, Chervonskala QR Evaluation of the toxic 
action of prophylactic ana therapeutic preparations on cell cultures. 
Communication 111. Revealing the toxic properties of medical biological 
preparations from the degree of cell damage in continuous ceil line LI 32. 
ZhMikrobiolEpldemiollmmunobiol 1 983;3:87-92, 

** Cox NH, Forsyth A, Thimerosai allergy and vaccination reactions. Contact 
Dermatitis 1988;18:229-233. 

” Fofstfom L. Hannukseta M, Kousa M, et al, Menhiolate hypersensitivity 
and vaccinaBon, Contact Oermaf/r/s 1 980:6:241-245. 

" Rohyans J, Watson PO, Wood QA, et al, Mercury toxicity following 
merlhiolate ear irrigations. J Pediatr 1 984; 1 04:3 1 1 -3 1 3. 

” Seal O, Picker L, Wright R el ai. The case against thimerosai. Lancet 
1991;338:315-316. 

* Geier MR. Geier DA, Response to critics on the adverse effects ol 
thimerosai in childhood vaccines. J Am Phys Surg 2003;8:68-70. 



Journal of American I’hysicinns lind Surgeons VoluuicS NamherJ Summer 200.3 



74 




239 




Minds 



Sensible Action For Ending Mercury-Induced 
Neurological Disorders 



A Brief Analysis of Recent Efforts in Medical Mercury Induced 
Neurological and Autism Spectrum Disorders 

September 8, 2004 



14 Commerce Drive, 3'^'* Floor 
Cranford, New Jersey 07016 
Telephone: 908 276-8032 
www.safeminds.org 




240 



A Brief Analysis of Recent Efforts in Medical Mercury Induced Neurological and Autism Spectrum Disorders 

Table of Contents 

Executive Summary 2 

Introduction 5 

A Brief Recap of Autism; A Novel Form of Mercury Poisoning 5 

The Autism Epidemic 9 

The Costs Associated with the Autism Epidemic 13 

Medical Exposures to Mercury 16 

Thimerosal, the Ethyl Versus Methyl Quandary 1 7 

The Government’s Response ..22 

Congressional Hearings, Reports, and Legislation 25 

Pending Legislation: HR 4 169 29 

Environmental Protection Agency 30 

Centers for Disease Control and Prevention 32 

Food and Drug Administration 35 

Conclusions and Recommendations 56 

Appendices 60 

Appendix A 61 

EPA’s List of Mercury Containing Products Used in Medical Laboratories 61 

EPA’s List of Mercury Containing Products Used in Medical Laboratories 62 

Appendix B 63 

Appendix C 64 

Appendix D 65 

Appendix E 81 

Thimerosal Content in Some U.S. Licensed Vaccines updated 09-30-99 81 

Appendix F 83 



September 8, 2004 



1 




241 



A Brief Analysis of Recent Efforts in Medical Mercury Induced Neurological and Autism Spectrum Disorders 



Executive Summary 

In the subsequent five years since the joint US Public Health Service and American Academy of 
Pediatrics statement of 1999 alerting the public and practitioners to the potential harms of 
mercury in medicine, specifically Thimerosal (a mercury-laden preservative used in numerous 
vaccines), there has been a great body of work investigating the link between Thimerosal and 
neurodevelopmental disorders (NDD) including, and especially, autism. 

Within their joint statement, the USPHS and the AAP offered the following; 

“ ...because any potential risk is of concern, the Public Health Service (PHS), the 
American Academy of Pediatrics (AAP). and vaccine manufacturers agree that 
thimerosal-containing vaccines should be removed as soon as possible. Similar 
conclusions were reached this year in a meeting attended by European regulatory 
agencies, European vaccine manufacturers, and FDA, which examined the use of 
thimerosal-containing vaccines produced or sold in European countries. "(Thimerosal in 
Vaccines: A Joint Statement of the American Academy of Pediatrics and the Public 
Health Service, July 09, 1999) 

These matters did not come to the forefront of scientific or public discourse due to any inherent 
danger by a specific vaccine, but rather the previously overlooked potential cumulative effect of 
multiple vaccines being given over a short schedule in our nation’s continuing attempt to ward 
off epidemic and pandemic disease. 

In 2001, the Institute of Medicine (lOM) published their first report in what would become a 
multi-year investigation, including several interim public meetings for the presentations of the 
most up to date scientific finds. In that report. Immunization Safety Review: Thimerosal - 
Containing Vaccines and Neurodevelopmental Disorders (2001), the lOM would lay out a well 
crafted and accepted plan for those necessary scientific efforts to formidably bring answers to the 
issue. The lOM advised the relevant US government agencies (HHS, PHS, FDA, CDC, NIP) 
and independent researchers that a combination of epidemiological, animal model, clinical and 
case studies would be required by the tenets of good science to adequately review and make 
sound and well-founded determination regarding a possible vaccine-NDD/autism link. 

Also in 2001, SafeMinds would learn through Freedom of Information Act (FOIA) requests that 
the National Immunization Program and Centers for Disease Control and Prevention had already 
conducted a review within the Vaccine Safety Datalink (VSD) to see if there was any 
epidemiological link between vaccines and NDDs including autism. That initial effort, led by 
then CDC research fellow Dr. Thomas Verstraeten, would not be offered to the public or the 
lOM for review. Verstraeten’s findings showed a strong relationship between enhanced 
vaccination schedules and numerous symptoms of neurodevelopmental disorders including 
autism. As will be discussed later, it will not be until a much revised, redacted and watered 
down version could be accomplished that the CDC would allow the publishing of Verstraeten’s 
work. While no additional scientific or evidentiary review will be accomplished in the interval 
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between Verstraeten’s initial and final reports, the conclusions would change to reflect a lack of 
evidence supporting a vaccine-NDD/autism link. 

From 2001 through the lOM-Inununization Safety Review Committee’s (ISRC) May 2004 final 
report and disbanding, it would become apparent that a sole focus upon epidemiological studies 
in the US and various European countries would be the CDC/NIP’s singular response to the 
vaccine-NDD/autism hypothesis. Nearly all of these studies, either CDC/NIP sponsored or 
selected through an exclusive network of conflicted researchers, were found to have been rife 
with major flaws in methodology and failing to follow acceptable standards in epidemiological 
practice. 

Countering the CDC/NIP response are numerous independent research efforts supported through 
a mix of academic, private and non-profit foundational, and individual resources. Nearly 100% 
of non-conflicted research filling the gaps originally called for by the lOM (epidemiology, 
animal model, clinical, toxicology, case and genomic studies) has shown not only support to the 
vaccine-NDD/autism hypothesis, but also the elemental furthering in understanding to the 
biophysical path between exposure and injury. 

As early as 1977, Russian researchers began recognizing the potential health hazards from ethyl 
mercury exposures. Additional studies conducted through the 1980s also documented toxic 
results from the utilization of thimerosal in various preparations and vaccines. 

First afforded in Autism: a novel form of mercury poisoning (2000), Bernard et al laid out the 
hypothesis of causality between Thimerosal and NDD/autism and the mimicking properties 
between autism and mercury poisoning. Verstraeten’s original findings proved clearly the 
epidemiological support to the Thimerosal-NDD/autism, but even those have been buttressed by 
original and review efforts by others including Blaxill. 

Boyd Haley, PhD, professor and chair at the University of Kentucky, Department of Chemistry 
and H. Vasken Aposhian, Ph.D., Professor, Molecular and Cellular Biology, University of 
Arizona have both clearly offered to the discussion, and revealed to the lOM/HHS communities, 
the well founded biological harms seen from ethylmercury (Thimerosal), especially upon the 
developing fetal/infant/toddler brain. In addition, these researchers have shown the biological 
variables (age, sex, and synergistic toxicities) that come into play regarding mercury exposure 
and subsequent injury. Aposhian also went further and offered that the inability for a select 
population to have an inhibited ability to naturally excrete the heavy metal mercury (as a larger 
population appears to have the capacity for) is not new to science. In fact, such a syndrome 
would mimic another well-recognized process called Wilson’s Disease, where a problem 
excreting the heavy metal copper creates a similar, though not exact, set of circumstances and 
symptoms. 

Issues regarding changes in diagnostics have also been offered as a potential reason for the 
increases in the autism population’s relationship to increased immunizations. While a few 
efforts were offered to support that hypothesis, all have subsequently been disproved through 
review of the data, or independent analysis. The suggested benchmark for such data, 
California’s Department of Developmental Services, dispels this theory. While admitting minor 
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changes may be inferred by changes in diagnostic criteria, reviewers of the data are comfortable 
that the exponential increases in autism caimot be supported through minor diagnostic coding 
changes, and to suggest so is not a defensible position. 

In 2003, A Case-Control Study of Mercury Burden in Children with Autistic Spectrum Disorders 
was published by Jeff Bradstreet, MD, FAAFP, which clinically supported Aposhian’s position 
of the inability of a select population to efficiently excrete mercury. This research provided that 
it was possible for a child to have a bioaccuraulation of mercury from multiple vaccinations that 
would lead to eventual neurotoxicity and injury. Bradstreet went forward into a genomic survey 
of affected and non-affected children, and found specific abnormalities (or single recognized 
nucleotide polymorphism) found in children with autism spectrum disorders providing actual 
mapping from exposure to injury. 

Dr. Andrew Wakefield and Dr. Jill James joined Bradstreet in presenting Biological Evidence of 
Significant Vaccine Related Side-effects Resulting in Neurodevelopmental Disorders. 

Further evidence is provided by; 

• Richard C. Deth, PhD (Northeastern University, Boston, MA) et al providing scientific 
understanding of mercury/thimerosal potential influence in pre- and post-natal 
development 

• Burbacher et al, under NIAID/NIH/HHS funding, provided in primate models what had 
long been disputed; the ability for ethylmercury to cross the blood/brain barrier and be 
allowed to accumulate to toxic levels. (Requests for HHS to fund necessary further 
research to qualify the results have gone unanswered.) 

• Dr. Mady Homig (Mailman Schoold of Public Health, Columbia University) et al, looked 
at the effects of vaccine level thimerosal exposure on mice with a specific genetic 
susceptibility. Homig found that the selected mice universally showed an implication of 
“genetic influences” that led to responses and activities that mimic those found in Autism 
Spectrum Disorders. 

In short, while one side relies singularly and consistently upon proved flawed population-based 
epidemiology, or sequestered research findings, independent research filling much of the 
requirements of good science, and the lOM’s stated needs, has amassed an appreciable body of 
evidence that, at minimum, proves the need for funding appropriate and independent research to 
follow through until all of the answers are found. In following another tenet of good science, 
while the independent (non-govemmental, government sponsored or otherwise conflicted) have 
always readily made their efforts and data transparent and open for review. To re-secure the 
public’s trust in our nation’s immunization program, and affiliated research, every effort should 
be expended to assure that such openness and transparency is shared by all involved in the 
discourse. 
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Introduction 

The Coalition for SafeMinds (Sensible Action For Ending Mercury-Induced Neurological 
Disorders) is a private nonprofit organization founded to investigate and raise awareness of the 
risks to infants and children of exposure to mercury from medical products, including thimerosal 
in vaccines. SafeMinds supports research on the potential harmful effects of mercury and 
thimerosal. 

Our mission is to end the health and personal devastations caused by the needless use of mercury 
in medicines. Utilizing a multifaceted approach, we: (1) work aggressively with government 
agencies, legislators, manufacturers, and retailers to ensure the removal of mercury from medical 
and health-related products; (2) press for more research to understand scientifically how mercury 
in these products causes harm and how effective treatments can be developed for those already 
exposed; (3) create awareness campaigns to educate parents, clinicians and policy makers about 
the issue; and (4) encourage open investigations into how mercury has persisted in routine 
medical products like vaccines despite its known neurotoxicity. To accomplish these goals, we 
serve actively in the scientific, legal, regulatory, legislative, and public awareness arenas. 

SafeMinds believes it is important to acknowledge our belief that vaccines are an integral part of 
our public health infrastructure, and their importance to that system cannot be understated. That 
said; we also feel strongly there is an inherent integrity necessary for the continued safety and 
success of US vaccination efforts. It is to this integrity through safety issue that SafeMinds is 
looking to support and bolster immunization policies and programs. It will only be through the 
restoration of the public trust that the successes of past vaccine campaigns can be realized in the 
future. SafeMinds also firmly believes that parents should be fully informed of the benefits and 
risks associated with mandatory vaccinations, and that medical, religious, and philosophical 
exemptions to immunizations should be preserved. States that do not have all three exemptions 
should review their policies and consider at a minimum to have viable medical and religious 
exemptions instituted. 



A Brief Recap of Autism: A Novel Form of Mercury Poisoning 

In 2000, SafeMinds founders presented and published a research effort that aided in propelling 
this issue into the awareness of the public and government officials. That endeavour. Autism: A 
Novel Form of Mercury Poisoning (Bernard, Enayati, Redwood, Roger, Binstock) was and 
remains recognized as a cornerstone document to the discourse on medical mercury exposure 
and toxicity and its effects on heedth. In the study, Bernard et al compiled bodies of data, 
including that of various US government agencies, from several facets of the issue and mapped 
the path between thimerosal (a widely utilized mercury laden preservative often found in 
vaccines) and neurological development disorders, including autism. 

Autistic spectrum disorder (ASD) is a neurodevelopmental syndrome with onset typically prior 
to age 36 months. Diagnostic criteria consist of impairments in sociality and communication plus 



‘ Bernard et al. Autism: a novel form of mercury poisonings Medical Hypotheses (200 1 ) 56(4), 462-47 1 
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repetitive and stereotypic behaviors and stereotypic behaviors. Traits strongly associated with 
autism include movement disorders and sensory dysfunctions. Although autism may be apparent 
soon after birth, most autistic children today experience at least several months, even a year or 
more of normal development - followed by regression, defined as loss of function or failure to 
progress,^ 

In the 2000 report, SafeMinds recounted the history of events illuminating the neurotoxicity of 
mercury (Hg); 

♦ Mercury-contaminated fish in Japan - Minimata Disease 

♦ Mercury-tainted grain in Iraq, Guatemrtia and Russia 

♦ Acrodynia also called Pink Disease induced by mercury in teething powders 

♦ Numerous instances of mercury poisoning through occupational exposures - Mad 
Hatter’s disease 

♦ Numerous animal and in vitro studies providing insights into the mechanisms of mercury 
toxicity 

Based on the admission by the US Food and Drug Administration (FDA) that thimerosal, a 
product that had been banned as an Over-the-Counter product, was still in use as a vaccine 
preservative; and that infants were exposed to levels of mercury in excess of federal safety 
guidelines, SafeMinds looked at the possible consequences to this exposure. This aimouncement 
coupled with a significant number of parents reporting the onset of symptoms shortly after 
immunization and the direct correlation in the increased prevalence of ASD and the increased 
exposure to infants to thimerosal through immunizations, highlighted the need to review the 
science in both areas to determine if acquired autism was a novel form of mercury poisoning. 
(Acquired autism is also sometimes called regressive autism. It is this form of autism that has 
become more prevalent in the last 15 years.) 

ASD manifests a constellation of symptoms with much inter-individual variation. A comparison 
of traits defining, nearly universal to, or commonly found in autism with those known to arise 
from mercury poisoning which are provided in Table 1 are startlingly similar. 

Table 1 

Summary Comparison of Traits of Autism and Mercury Poisoning. 

Psychiatric Disturbances 
Social deficits, shyness, social withdrawal 

Repetitive, perseverative, stereotypic behaviors; obsessive-compulsive tendencies 
Depression; depressive traits, mood swings, flat affect, impaired face recognition 
Anxiety; schizoid tendencies; irrational fears 
Irritability, aggression, temper tantrums 

Lacks eye contact; impaired visual fixation (Mercury Vproblems in joint attention (Autism) 



^ Autism Society of America, Autism Definition, compiled from Diagnostic and Statistical Manual of Mental 
Disorders. 
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Table 1 

Summary Comparison of Traits of Autism and Mercuiy Poisoning, (continued) 

Speech and Language Deficits 
Loss of speech, delayed language, failure to develop speech 
Dysanthria; articulahon; articulation problems 
Speech comprehension deficits 

Verbalizing and word retrieval problems (mercury), echolalia, word use and pragmatic errors (Autism) 

Sensory Abnormalities 
Abnormal sensation in mouth and extremities 
Sound sensitivity; mild to profound hearing loss 
Abnormal touch sensations; touch aversion 
Over-sensitivity to light, blurred vision 

Motor Disorders 

Flapping, myocional jerks, choreiform movements, circling, rocking, toe walking, unusual postures 
Deficits in eye-hand coordination; limb apraxia; intention tremors (mercury )/problems with intentional 
movement or imitation (Autism) 

Abnormal gait and posture, clumsiness and in coordination; difficulties sitting, lying, crawling, and walking 
problem on one side of body. 

Cognitive Impairments 
Borderline intelligence, mental retardation - some cases reversible 
Poor concentration, attention response inhibition (mercury)/ shifiing attention (Autism) 

Uneven performance on IQ subtests; verbal IQ higher than performance IQ 
Poor short term, verbal and auditory memory 

Poor visual and perceptual motor skills; impairment in simple reaction time (mercury)/ lower performance 
on timed tests (Autism) 

Deficits in understanding abstract ideas & symbolism; degeneration of higher mental powers 
(mercury )/sequencing, planning and organizing (autism); difficulty carrying out complex commands 

Unusual Behaviors 

Self-Injurious behavior e.g head banging 
ADHD traits 

Agitation, unprovoked crying, grimacing, staring spells 
Sleep difficulties 

Physical Disturbances 

Hyper-hypotonia; abnormal reflexes, decreased muscle strength, especially upper body; incontinence; 
problems chewing, swallowing 
Rashes, dermatitis, eczema, itching 

Diarrhea; abdominal pain/discomfort, constipation, ‘colitis* 

Anorexia, nausea (mercury), vomiting (autism); poor appetite (mercury)/ restricted diet (Autism) 

Lesions of ileum and colon; increased gut permeability 
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Table 2 

Summary of Companson of Biological Abuormalities in Autism and Mercury Exposure^ 

Mercury Exposure Autism 

Biochemistry 

Binds - SH groups: blocks sulfate transporter Low sulfate levels 
in intestines and kidneys. 

Reduces glutathione availability; inhibits Low levels of glutathione; decreased ability of 

enzymes of glutathione metabolism; liver to detoxify xenobiotics; abnormal 

glutathione needed in neurons, cells, and liver glutathione peroxida^ activity in eiythrocytes. 
to detoxify heavy metals; induces glutathione 
peroxidase and reductase. 

Disrupts purine and pyrimidine metabolism Purine and pyromidine metabolism errors lead 

to autistic features. 

Disrupts mitochondrial activities especially in Mitochondrial dysftinction. especially in brain, 
the brain. 

Immune System 

Sensitive mdividuals more likely to have More likely to have allergies and asthma; 

allergies, asthma, autoimmune>like symptoms. familial presence of autoimmune diseases, 

especially rheumatoid-like ones. especially rheumatoid arthritis; IgA 

deficiencies 

Can produce an immune response in CNS; On-going immune response in CNS; 
causes brain/ MBP auloantibodies brain/MBP autoanlibodies present 

Causes overproduction of TH2 subset; Skewed immune-cell subset in the Th2 

kills/inhibits lymphocytes, T-cells, and direction; decreased responses to T-cell 

monocytes; decreases NK T-cel! activity; mitogens; reduced NK T-cell function; 

induces or suppresses IFNg & IL-2 increased IFNg & IL- 1 2 

CNS Structure 

Selectively targets brain areas unable to Specific areas of brain pathology; many 

detoxify or reduce mercury-induced oxidative ftinctions spared 

stress 

Accumulates in amygdale. hippocampus, basal Pathologv of amygdale, hippocampus, basal 
ganglia, cerebral cortex; damages Purkinje and ganglia, cerebral cortex; d^nage to Purkinje 
granule cells in cerebellum; brain stem defects and granule cells in cerebellum; brain stem 
in some cases. defects in some cases 

Causes abnormal neuronal cytoarchitecture; Neuronal disorganization; increased neuronal 

disrupts neuronal migration, microtubules, and cell replication, increased glia! cells; depressed 

cell division; reduces NCAMs expression of NCAMs 

Progressive microencephaly. Progressive microencephaly and macrocephaly 



^ Bernard et al. Autism: a novel form of mercury poisoning. Medical Hypotheses (2001) 56(4), 462-471 

8 




248 



A Brief Analysis of Recent Efforts in Medical Mercury Induced Neurological and Autism Spectrum Disordere 



Table 2 

Summary of Comparison of Biological Abnormalities in Autism and Mercury Exposure** 

(continued) 



Neurochemistry 

Prevents presynaptic serotonin release and Decreased serotonin sythesis in children: 

inhibits serotonin transport; causes calcium abnormal calcium metabolism 
disruptions 



Alters dopamine systems: peroxidine Either high or low dopamine levels; positive 

deficiency in rats resembles mercurialism in response to peroxidine, which lowers 
humans dopamine levels 

Neurochemistry (continued) 

Elevates epinephrine and norepinephrine levels Elevated norepinephrine and epinephrine 
by blocking enzyme that degrades epinephrine 

Elevates glutamate Elevated glutamate and aspirate 

Leads to cortical acetylcholine deficiency; Cortical acetylcholine deficiency; reduced 

increases muscarinic receptor density in muscarinic receptor binding in hippocampus 

hippocampus and cerebellum 



Causes demyelinating neuropathy Demylination in brain 

Neurophysiology 



Causes abnormal EEGs, epileptiform activity, 
variable patterns, e.g., subtle, low amplitude 
seizure activities. 

Causes abnonnai vestibular nystagmus 
responses; loss of sense of position in space 
Results in autonomic disturbance; excessive 
sweating poor circulation, elevated heart rate 



Abnormal EEGs epileptiform activity, variable 
patterns, including subtle, low amplitude 
seizure activities 

Abnormal vestigular nystagmus responses; 
loss of sense of position in space 
Autonomic disturbance; unusual sweating, 
poor circulation, elevated heart rate 



The Autism Epidemic 

First, it is important to understand that autism is not a specific disease process with well-defined 
biological markers. Rather the condition itself is an hypothesis, “a suggestion that behind the 
behavioral description [lies] a disease entity.”* In short, the absence of other biological 
explanation of the condition calls for the diagnoses to be provided. 

Since 1943 when Dr. Leo Kanner first described Autism and provided a diagnostic criterion, 
there has been much discussion about both the prevalence of autism and the diagnostic criteria. 
Early estimates placed the prevalence of ‘infantile autism’ at 4.5 to 5 per 10,000 live births. 
Through the 1960s and 1970s, prevalence rates grew at a steady pace. In the late 1970’s, 



^ Bernard et al. Autism: a novel form of mercury poisoning. Medical Hypotheses (2001 ) 56(4), 462-47 1 
^ Rutter M. Diagnosis and definition. In: Rutter M, Schopler E, editors. Autism: a reappraisal of concepts and 
treatments. New York: Plenum Press; 1978, p. 1-25 (as noted in Blaxill. Whal 's going on? The question of time 
trends in autism, -in press-) 
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researchers painted a more detailed picture, including sub-definitions in the autism label that 
expanded upon Kanner’s original parameters. The medical community began utilizing the terms 
Autism Spectrum Disorders (ASD) and subcategories of Asperger’s syndrome, pervasive 
development disorder, and regressive autism. Expected increase prevalence was noted bringing 
the rates up to 20 per 10,000 live births. At the time Congress initiated its investigation into the 
potential link between thimerosal and autism, the National Institutes of Health (NIH) estimated 
the rates of autism at 1 in 500. By 2002, the NIH had updated its estimate to 1 in 250. 

Six decades have now passed since following Kanner’s effort. In the first four following decades 
Kanner’s applied definition to the autism condition stood without much discussion or 
modification. In the most recent two decades, there have been efforts undertaken to better 
quality the term, sub-terms, and associated or similar processes. 

These efforts have fueled debate regarding recognition of actual upward trends in autism, and 
thus an acceptance of the “epidemic” nomenclature. Multiple studies and reviews have failed to 
achieve a universal perspective of various datasets and cohorts, primarily because of a universal 
disconnect on analysis criteria. 

Further, expected evolutionary refinement of coding in universal references such as the 
Diagnostic and Statistical Manual of Mental Disorders (DSM) or International Classification of 
Diseases (ICD) have further debate as to whether shifts in prevalence are attributable to changes 
in specific definition. Again, the lack of clarity to specific biological markers to provide 
guidance in diagnoses further confounds the matter as in the end, there is a reliance upon clinical 
subjectivity in providing diagnosis and coding. 

Confounding the debate has been the “progressive” trends in changes and acceptance in 
definitions including autism, early infantile autism, infantile autism, pervasive development 
disorder (or FDD), childhood autism, autistic disorder, atypical FDD, FDD-NOS (not otherwise 
specified), autism spectrum disorders, Asperger’s syndrome, childhood disintegrative disorder, 
and Rhett’s syndrome. 

Fublic health officials, policymakers and the public rely upon published research to provide 
guidance in their understanding of the issues and charting the course for the future. Even this 
may prove a disservice at times. In one example, three separate Scandinavian*’^'* 
epidemiological studies were published over a three year period, each reviewing prevalence and 
trends in autism. These studies cooperatively purported to show an evidentiary failure to support 
the position of an epidemic labeling of the autism situation. Further investigation into each of 
the individual studies design, methodology and definitions provides the insights necessary to 
understand that the projected impression is false. 



Kadesjo B, Gillberg C, Hagberg B. Brief report; autism and Asperger syndrome in seven-year.old children: a total 
population study. J Autism Dev Disord 1 999;29:327-3 1 . 

' Arvidsson T, Danielsson B, Foreberg P, Gillberg C, Johansson M, Kjellgren G. Autism in 5-6 year-old children in 
a suburb ofGoteborg, Sweden. Autism 1997;1:163-73. 

* Sponheim E, Skjedal O. Autism and related disorders: epidemiological fmdings in a Norwegian study using ICD- 
10 diagnostic criteria. J Autism Dev Disord 1998;28:217-27. 
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As an example: a 1997 Swedish study^ measured the prevalence of autism in a 3- to 6-year-old 
cohort bom in 1988-1991. Two years later, a second Swedish study'” reviewed 7-year-olds in 
the 1985 birth cohort. A third study from Norway" covered a wide age range cohort and 
incorporated data ranging back to 1978, Unfortunately, the timing of publications and the 
individual stated findings provided the appearance that, at best, the prevalence of autism in 
Scandinavia was in constant unpredictable flux. Had the studies standardized in their 
methodology, meta-analyses and birth cohorts, a more accurate, and useful, presentation would 
have been provided. 

In reviewing several similarly biased studies, Blaxill'^ specifically addresses the individual 
failures of the above-referenced and similar studies use of flawed, non-standardized analyses in 
forwarding what eventually become deeply flawed published studies. In an excerpt from his 
conclusions, Blaxill offers: 

"The evidence supporting an increasing rate of autism in the U.K. and the U.S. 
has gathered strength. Although both the nomenclature and the criteria set used 
to define autism have changed over the years, these changes are not so great as to 
prevent comparative analysis and do not explain major differences in reported 
prevalence over time. The largest stable source of variability in reported autism 
rates comes from incomplete ascertainment in young age cohorts, which limits the 
ability to detect an underlying and rising secular trend. Reviews that have 
downplayed the rising Pend have overemphasized unimportant methodological 
problems, employed flawed meta-analytic methods, and failed to take into account 
the most relevant biases in survey methodologies. Point prevalence comparisons 
made within and across surveys conducted in specific geographic areas, using 
year of birth as a reference for Pend assessment, provide the best basis for 
inferring disease frequency Pends from multiple surveys. A comparison of U.K. 
and U.S. surveys, taking into consideration changing definitions, ascertainment 
bias, and case-finding methods, provides sPong support for a conclusion of rising 
disease frequency. The rate of autism in the US., once reported as less than S per 
10,000, has now risen to more than 30 per 10,000, a 10-fold increase. The rate of 
autism in the UK, once reported as less than 10 per 10,000, has risen to roughly 
30 per 10,000. Reported rates for ASDs in both counPies have risen from the 5- 
10 per 10,000 range to the 50-80 per 10,000 range. This review has found little 
evidence that systematic changes in survey methods can explain these increases, 
although better ascertainment may still account for part of the observed changes. 

A precautionary approach therefore suggests that increased rales of autism and 
related disorders be accepted as an urgent public health concern. 



^ Arvidsson T, Danielsson B, Forsberg P, Gillberg C, Johansson M, Kjellgren G. Autism in 3-6 year-oid children in 
a suburb ofGoteborg, Sweden. Autism 1997;!: 163-73 

Kadesjo B, Gillberg C, Hagberg B. Brief report: autism and Asperger syndrome in seven-year-old children: a total 
wpulation study. J Autism Dev Disord 1999;29:327-31. 

^ Sponheim E, Skjedal O. Autism and related disorders: epidemiological findings in a Norwegian study using ICD- 
10 diagnostic criteria. J Autism Dev Disord 1998',28:2l7-27. 

Blaxill, igkat 's going on? The question of time Pends in autism, <-in press-) 

Blaxill, What's going on? The question of time Pends in autism, (-in press-) 
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Confounding the autism epidemic discussion further are a frequent reliance, especially by 
government agencies, upon studies which may provide fairly accurate sources of data and 
assessment of the U.S. prevalence of autism, while providing inaccurate and unfounded 
conclusions based upon that information. Two such examples follow. 

In 1996, a study conducted in metropolitan Atlanta, Georgia found that the prevalence of autism 
in children ages 3 to 10 was 3.4 per 1 ,000.''* While making an unsubstantiated argument against 
a mercury/vaccine-NDD/autism link, it appears to be one of the most current and widely 
accepted quantifications of U.S. autism prevalence. 

Two sources of data give a fairly accurate assessment of the true U.S. prevalence of autism. 

A citizen’s group in Brick Township, New Jersey contacted the New Jersey Department of 
Health and Senior Services (DHSS) in late 1997 with concerns about an apparently larger than 
expected number of children with autism in Brick Township. Because of the complexity of the 
disorder and the citizens’ concern that environmental factors might play a role, the New Jersey 
DHSS, U.S. Senator Robert Torricelli, and U.S. Representative Christopher Smith contacted the 
Centers for Disease Control and Prevention (CDC) and the Agency for Toxic Substances and 
Disease Registry (ATSDR) for assistance. In response, a four-part plan was developed, including 
a prevalence investigation, a literature review of environmental factors associated with autism, 
an investigation of environmental pathways for human exposure in the community, and 
community education and involvement activities. The study found a prevalence rate of 6.7 per 
1,000 children ages 3 to 10 years. In looking at environmental factors that may have contributed 
to this rate, the ASTDR listed mercury at a rate of 2 parts per billion being scientifically 
validated to be linked to the onset of autism.'* The CDC opted not to evaluate immunization 
records, even though the parents in Brick Township requested that this be included in the 
analysis. A valuable opportunity was lost in 1998 to evaluate the potential link between 
immunization and autism, including the level of thimerosal in immunizations delivered in Brick 
Township. 

In both studies, the CDC found that the rates were higher than studies in the 1980s and early 
1990s.'* Of importance is the fact that while the Atlanta study was conducted in 1996, it was not 
published until 2003, well after the Brick Township report had been released in 2000 and the 
furor around its findings died down. 

Researchers out of California, where the rates of the most severe form of autism have increased 
by 826%” are firm in stating that these cases are not ‘better diagnostics’ and are not the result of 
an expanded di^nostic criteria, that there is a true dramatic increase in the incidence of late 
onset or regressive autism. Current rates of prevalence have been calculated at rates ranging 
from 34-60 per 10,000 to 1 in 100 or higher. 



Yeargin-AIlsopp M, Rice C, Karapurkar T, Doemberg N, Boyle C, Murphy C., “Prevalence of autism in a US 
metropolitan area “ JAMA. 2003 Jan l;289(l):49-55 

“Prevalence of Autism in Brick Township, New Jersey, 1998: Community Report, Centers for Disease Control 
and Prevention, April 2000” 

’’’ “Prevalence of Autism in Brick Township, New Jersey, 1998: Community Report, Centers for Disease Control 
and Prevention, April 2000” 

’’ California Department of Developmental Services, "Autism Spectrum Disorders, Changes in the California 
Caseload, An Update”, April 2003 
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While epidemiology and prevalence rates are important, too much energy and Federal funding 
has focused on determining ‘how big is big’ rather than addressing the underlying causes of the 
epidemic. Too much time has been spent attempting to use epidemiology in an attempt to 
disprove theories based in clinical and laboratory research, and too little effort has been put 
forward to truly understand the true pharmacokinetic nature of the toxic substance thimerosal. 

Regardless of the number chosen for review, no one can deny that a conservative estimate of an 
700% to 1 200% overall increase, or up to a 48,600% regional increase, within one generation’s 
life span, is anything less than disturbing. 

Current statistics from the NIH, CDC, US Department of Education and the Autism Society of 
America (ASA) provide for 1-1.5 million Americans currently diagnosed with autism. It is 
recognized as the fastest growing developmental disability facing the American population. In 
comparison with overall increases in population through the 1990s, autism’s growth rate was 
172% vs. 13% for the population. In a similar comparison for all other disabilities, autism grew 
over ten times faster during the same period. 

Because of the insidious and utterly destructive nature of the disease, treatment and services cost 
over $90 Billion in FY2003 nationally. Over ninety percent of those monies are for adult 
services and treatment. If we look at the lifetime lost productivity of those currently diagnosed 
(2003 statistics) with autism, there is a potential loss of over $7.5 Trillion to the American 
economy alone. 

With these base statistics before us, is it any question that Mercury was the god of thievery? 
Since its introduction as a medical device component, millions of productive lives and billions of 
dollars have been stolen from American families. 

Much effort has been given to the diagnoses and treatment for autism spectrum disorders, FDD, 
and the like. This treatise looks specifically to further explore the links between medical 
mercury exposure and those diseases and their myriad impacts on American families and 
American society. This effort will also review and report on the recent scientific efforts that 
have furthered a causal link between these conditions and medical mercury. 



The Costs Associated with the Autism Epidemic 

In 2000, in the United Kingdom Knapp and Jarbrink published an extensive review of the 
economic impact of autism spectrum disorders” While specifically tied to the situation in the 
United Kingdom, their event-cost modeling is now the widely accepted standard for calculating 
autism spectrum and related disorders. The Knapp and Jarbrink model is unique in that it looked 
at the entire picture of autism: 

1 . Pediatric and Adult Life Expenses included. 



'* Jarbrink, K. & Knapp, M. (2000). 'The economic burden of autism in Britain ' 
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2. Consideration for the varying costs on the Autism spectrum, from Asperger’s or high 
functioning to very severe forms of autism. 

3. Reviewed and included employment and compensation comparisons along with ratios of 
productivity for those with autism who manage to enter the workplace. 

4. They included realized and potentials regarding effective therapies, which provided for 
some measure of recovery/management and allowed for children to reenter mainstream 
educational models and the cost-benefit relationship within.’** 

A key finding in the Knapp/Jabrink study was the global failure to evaluate the economic impact 
over the lifespan and to address this impact for individuals, families, and government. In 
addition to the driving force of compassion, the impetuous to achieve early intervention and 
provide support to the entire family, not just the individual, was the extent of lost productivity 
and quantified burdens on limited family, and government resources. 

Utilizing Knapp and Jarbrink’s model, the expenditures of personal and government funds for 
FY 2004 will exceed $100 Billion for treatment alone.^” At the same time, the United States, 
through the National Institutes of Health, has scheduled an average of only $58 per child^' 
(FY2003-2004) to be spent toward autism spectrum and related disorders research. Additionally, 
these monies are to be divided between causal and treatment research. 

With the current American school age population living daily with autism spectrum or related 
disorders exceeding 188,000,^^ this hardly seems to represent the NIH as holding these issues as 
a high priority. Even the fact that the current level represents a 22-fold increase over the past ten 
years^ has apparently not moved this issue further forward, nor does the fact that there is a 
recent historical trend for a 10-17%^'* annual increase in diagnoses of autism spectrum or related 
diseases. 

In addition to the financial strain of autism spectrum disorders on families, school systems, the 
insurance industry, and state and federal agencies, having a family member affected by autism 
extracts a significant human toll as well. The divorce rate is reported to be 85%,^® other siblings 
do without the attention of their parents, and as reported in a study from Taiwan^ mothers with 
autistic children experience greater suffering than those having children with other chronic 
diseases such as Down’s Syndrome. 



*’* Jarbrink, K. & Knapp, M. (2000). ‘The economic burden of autism in Britain ' 

^ Unlocking Autism 2004, extrapolated 

US Department of Health & Human Services, National Institutes of Health, Estimates of Funding for Various 
Diseases, Conditions, Research Areas FY2003-2005 -and- Centers for Disease Control and Prevention, National 
Center for Health Statistics, Fast Stats 

^ US Department of Education, Annual Reports to Congress (IDEA) 1991-2003 
US Department of Education, Annual Reports to Congress (IDEA) 1991-2003 - extrapolated 
US Department of Education, Annual Reports to Congress (IDEA) 1991-2003 
“ James jefftey BradstreefMD, FAAFP, Clinical DirectorThc International Child Development Resource Center, 
Testimony before the US House of Representatives, Commiuee on Govettunent Reform - Vaccine Safety and 
Autism, June 19,2002 

Shu BC; Lung FW; Chang YY, The mental health in mothers with autistic children; a case-control study in 
southern Taiwan. Kaohsiung J Med Sci (China 2000 Jun;16(6):308-14 



14 




254 



A Brief Analysis of Recent Efforts in Medical Mercury induced Neurological and Autism Spectrum Disorders 




In addition to the looming economic disaster looming, these human tolls underscore the 
importance of the latest data from the California State Department of Developmental Services 
(DDS), California's developmental services system showing first ever nine month sustained 
reduction in the numbers of professionally diagnosed new cases of full syndrome autism being 
added to California's developmental services system. The data compares new intakes from the 
most current three consecutive quarterly periods (October 2003 through June 2004) to all other 
previous October through June time periods. Not only did the most recent three consecutive 
quarter periods produce the first sustained reduction in the 35 year history of California's 
developmental services system (197 fewer new cases then the previous October through June 
period), but the most current recently completed quarter, April 2004 through June 2004, 
produced the all time largest reduction of any quarter (108 less cases) in the history of the 
system. 
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It is important to note that DDS only reports professionally diagnosed cases of full syndrome 
DSM rV autism and does not include PDD, NOS, Asperger's Syndrome, or any other autism 
spectrum disorder in this reporting category. The numbers reported by DDS do not include 
children under the age of three years. Children bom in the years 1 999 and 2000 are now entering 
the system. It is this birth cohort that was bom in the beginning of the serious effort to 
substantially reduce the amount of the mercury containing preservative Thimerosal in childhood 
vaccines. California, with what some perceive as the world's best record keeping system 
relevant to autism, is the de facto "canary in the coal mine" in tracking new cases of autism in the 
United States. In 1999 the first DDS report on autism established for the first time the existence 
of epidemic growth in the rates of autism. A report released by DDS in 2003 documented a 
doubling of the autism caseload from 1999-2002.^ 



Medical Exposures to Mercury 

While the etiology regarding Autism Spectrum Disorders (ASD) has yet to be fully understood, 
research has provided benefit by identifying clearly defined links. One of those standouts has 
been the relationship between mercury exposure and the development of an ASD. 

Mercury had long been involved in various respected and questionable treatments of various 
ailments. In the late 19'*' and early 20'*' centuries, mercury was formulated into teething powders 
for infants. It was also mixed into a variety of “cure ails” and sold through various respected and 
questionable outlets. 

Mercury itself is an elemental metal with an atomic number of 80. Commonly referred to as 
“quicksilver” it has amazed adults and children alike for centuries being one of only two metals 
that is a liquid at room temperature. Various formulations of mercury have been involved in 
functions from making striking vermillion paint (mercuric sulfide), detonating explosives 
(mercury fulminate), and making either a corrosive and violent poison or a medical product 
(mercury chloride)." 

In 2001 when nominating thimerosal to the National Toxicology Program, FDA staff admitted 
the following gaps in knowledge^’: 

Toxicokinetics 
=> Ethyl vs. Methylmercury 
=e> Developmental neurotoxicity 

=> Neurodevelopmental outcomes in children exposed to thimerosal in vaccines 



Autism Spectrum Disorders, Changes in the California Caseload, An Update: 1999-2003, California Department 
of Developmental Services, April 2003 
^ Wikipedia, Mercury (element) 

Thimerosal Nomination Package to the National Toxicology Program http://ntp- 
server.niehs.nih.gov/htdocs/Chem_Background/ExSumPDF/Thimerosal.pdf 



16 




256 



A Brief Analysis of Recent Efforts in Medical Mercury Biduced Neurological and Autism Spectrum Disorders 



In this nomination package, HHS stated that their job was to: 

"Make predictions about the circumstances under which a particular compound will be 
toxic to humans. Ideally: The data needed to make such predictions are obtained from 
laboratory animal models in controlled experiments under known conditions of exposure 
prior to the occurrence of human exposures. The use of appropriate animal models is 
critical. Relevant endpoints decrease uncertainty associated with the process. 

The statements provide herein are incongruent with the actual actions and public statements of 
FDA and CDC personnel in which epidemiology has taken precedent over laboratory data and 
uncontrolled studies have been funded and relied upon. The result is that the answers the 
American public deserve have not been achieved. 



Thimerosal, the Ettiyl Versus Methyl Quandary 

The primary issue, of late and recent history, concerning mercury laden medical products 
surrounds thimerosal also known as Merthiolate. Thimerosal is a preservative solution that was 
developed and instituted for use in the 1930s to be included in many vaccines, especially 
pediatric vaccines. 

“Thimerosal was developed by Dr. Morris Kharasch (1895-1957; UkraineAJSA), a chemist and 
Eli Lilly fellow first at the University of Maryland (1922-1927) and then at the University of 
Chicago. He filed for a patent on June 27, 1929, for what he described as an alkyl mercuric 
sulfur compound (thimerosal), which he felt had potential as an antiseptic and antibacterial 
product. Dr. Kharasch was considered a pioneer in his field, contributing to the development of 
plastics and the creation of synthetic rubber. He also went on to found the Journal of Organic 
Chemistry.^' 

In October 1929, Eli Lilly and Company registered thimerosal under the trade name Merthiolate. 
Merthiolate was used to kill bacteria and prevent contamination in antiseptic ointments, creams, 
jellies, and sprays used by consumers and in hospitals. Thimerosal was also used in nasal sprays, 
eye drops, contact lens solutions, immunoglobulins, and most importantly here - vaccines. 

Thimerosal was patented the same year that Alexander Fleming discovered penicillin. It would 
take more than a decade for penicillin to be fully developed, and large-scale production to begin, 
thimerosal was widely used in the interim. To the medical profession, who were without 
antibiotics during the 1930’s and 1940’s, thimerosal (marketed as Merthiolate) and other 
antiseptic products were gladly received.”^^ 



Thimerosai Nomination Package to the National Toxicology Program http://ntp- 
server.niehs.nih.gov/htdocs/Chem_Background/ExSumPDF/Thimerosal.pdf 
http://search.biography.com/printj'ecord.pl?id=16530 

Mercury in Medicine: Are We Taking Unnecessary Risks - Hearing before the Committee on Government 
Reform, US House of Representatives, 106* Congress, 2** Session, July 1 8, 2000, Serial Number: 106-232 
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Thimerosal (ethyl mercury salicylate) is an organic form of mercury that is usually introduced 
intramuscularly (injection).^^ In the seventy-plus years of use of thimerosal, NIH still lists as 
“not known” the results of exposure, side effects of exposure and period most sensitive to 
exposure?'* In numerous publications, researchers suggested that caution be taken in human 
exposure, as early as 1934 one scientist noted, “little is known about the mercuric compounds 
when inoculated into humans. It is therefore preferable to use the minimum amount of this 
preservative.”^’ 

One of the most exasperating facets of the current discourse regarding mercury laden medical 
products is the lack of either unity, or shared science, among government agencies regarding 
ethyl mercury salicylate. From one set of agencies (FDA, CDC) the public receives the message 
that this chemical formulation provides an acceptable exposure to mercury. Even within the 
FDA there is a dichotomy of opinions as the Center for Drug Evaluation and Research (CDER) 
banned topical thimerosal because of concern about the dangers of mercury exposure through its 
use while the Center for Biologies Evaluation and Research allowed its increased use in infants 
beginning at the day of birth. The US Department of Transportation, however, lists as potential 
hazards in its Emergency response Guidebook 2000, that the substance is “highly toxic, may be 
fatal if swallowed or absorbed through skin.”’* Additionally, the NIH leads a major initiative 
known as the Mad as a Hatter Campaign to improve awareness of mercury hazards and reduce 
use of mercury at all NIH facilities. The effort builds on the successful mercury reduction 
campaign recently conducted by the Warren G. Magnuson Clinical Center (CC) at the NIH.’^ 



Taken from 

ATSDR Public Health Statement for Mercury 

“Study results also suggest that reactions involving the immune 
system may occur in sensitive populations after swallowing 
inorganic mercury... 

“Some animal studies report that nervous system damage occurs 
after long-term exposure to high levels of inorganic mercury [i.e. 
thimerosal]. Short-term, high-level exposure of laboratory 
animals to inorganic mercury has been shown to affect the 
developing fetus and may cause temiination of the pregnancy.”’® 



National Institute of Allergy and Infectious Diseases, NIAID Research on Thimerosal, December 2003 
National Institute of Allergy and Infectious Diseases, NIAID Research on Thimerosal, December 2003 
” Rosenstein, Carolyn et.al.; "The Bactericidal and Antiseptic Action of Preservatives Frequently Used in 
Biological Products, and the Effect of these Preservatives on the Potencies of These Products;” The American 
Journal of Hygiene; September 31, 1934. 

US Department of Transportation, ERG2000, Guide 151, Page 266 

The intent of this campaign is to eliminate all unnecessary uses of mercury and reduce potential releases of 
mercury from unavoidable uses to the lowest level that can be reasonably be achieved. 

Public Health Statement for Mercury, Agency for Toxic Substances and Disease Registry, 7439-97-6 
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In April 2001, HHS staff conducted a literature review in order to nominate thimerosal to the 
National Toxicology Program. In this document, they conclude: 

Limited data were found on the comparative toxicology of ethylmercury vi. 
methylmercury. One animal study directly compared the toxicity of these compounds in 
rats administered 5 daily doses (8.0 or 9.6 mg/kg) of equimolar concentrations of elhyl- 
or methylmercury by gavage. Tissue distribution, and the extent and severity of 
histological changes in the brain and kidney were assessed. Neurotoxicity of ethyl and 
methylmercury was similar, with higher levels of inorganic mercury observed in the 
brains of ethylmercury treated rats. Renal damage was greater in rats receiving 
ethylmercury. Although the data are limited, similar toxicological profiles between 
ethylmercury and methylmercury raise the possibility that neurotoxicity may also occur 
at low doses of thimerosal.^^ 

The National Toxicology Program (NTP) is an interagency program consisting of relevant 
toxicology activities of the National Institutes of Health's National Institute of Environmental 
Health Sciences (NIH/NIEHS), the Centers for Disease Control and Prevention's National 
Institute for Occupational Safety and Health (CDC/ NIOSH), and the Food and Drug 
Administration's National Center for Toxicological Research (FDA/NCTR). The National 
Toxicology Program (NTP) was established in 1978 by the Department of Health and Human 
Services (DHHS) to coordinate toxicological testing programs within the Department, strengthen 
the science base in toxicology; develop and validate improved testing methods; and provide 
information about potentially toxic chemicals to health regulatory and research agencies, the 
scientific and medical communities, and the public. The Program is administered by the NTP 
Director, who is also the Director of the NIEHS. ^ 

Thimerosal is nominated to the NTP for further study to assess gaps in knowledge 
regarding toxicokinetics and the potential for neurodevelopmental toxicity. These gaps 
include comparative toxicity of ethyl- and methylmercury, the metabolism and 
elimination of ethylmercury compared with methylmercury, the effect of intermittent 
intramuscular doses of thimerosal from vaccines compared with chronic low dose oral 
exposure to methylmercury, and the susceptibility of the infant compared with the fetus 
to adverse effects from organicmercurials. In order to provide a more complete 
assessment of the toxicity of thimerosal during the critical period of neurodevelopment, 
well-designed studies are needed to address these gaps in knowledge in appropriate 
animal model (s).'*’ 



For Thimerosal, the NTP as of September 1 , 2004 posts the following information: 

No bioassay studies are available evaluating standard toxicology and carcinogenesis 
=> No reproductive studies ate available 

Thimerosal Nomination to the National Toxicology Program http;//ntp- 
server.niehs.nih.gov/htdocs/Chem_Background/ExSumPDF/Thimerosal.pdf 
^ http://ntp-server.niehs.nih.gov/main _pages/about_NTP.html 
Thimerosal Nomination to the National Toxicology Program http://ntp- 
server.niehs.nih.gov/htdocs/Chem_Background/ExSumPDF/Thimerosal.pdf 
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=> No developmental studies available 
=> No immunologoy studies are available 

=> In 1983, one in vitro salmonella study was conducted evaluating genetic toxicity for 
hamsters and rats (which was negative) 

A further search of the NTP sites finds that of the more than 8,000 chemicals in the market- 
place, zero have been approved for general toxicology study by the program. After more than 3 
years of waiting, thimerosal has yet to hit the radar of the NTP. There are currently 31 chemicals 
with a project leader assigned and a study in design - thimerosal is not among them. 

In April of 2000, Bernard et al'*^ put forth the first definitive work reviewing the link between 
mercury and Autism Spectrum Disorders. In review, and more accurately, this effort showed 
that the autism presentation is a mirror to mercury toxicity. 

Bernard et al"*^ first showed the tabulations of total amounts of mercury exposure pediatric 
patients receive through a routine schedule of immunizations. That schedule for exposure, if 
fulfilled, would exceed EPA recommendations 100 times, often in a single office visit. 

This effort sparked concerns on several levels of the health care and governmental structures of 
the United States, and the impact rippled worldwide. It also drew the attention of the United 
States House of Representatives, Committee on Government Reform. Then Chairman Dan 
Burton, who was in the midst of a vaccine safety oversight investigation, convened a hearing on 
July 18, 2000, to look into the relationship between vaccine exposures to mercury and the onset 
of the symptoms of autism spectrum disorders. 

Chairman Burton opened the hearing presenting several points of concern for the Committee 
which the witnesses scheduled to testify were asked to address. The first issue Chairman Burton 
focused upon was a perceived failure within the agencies of Department of Health and Human 
Services (HHS) in touting the efficacy and safety of thimerosal containing vaccines, but had (to 
that date) failed or refused to convene a scientific panel to review the best data available, nor to 
conduct appropriate pharmacokinetic research on the issue. The Committee would later leam 
that HHS had conducted a secret meeting the month prior in which they reviewed a CDC study 
within the Vaccine Safety Datalink Program that found a statistically significant link between 
thimerosal exposure through vaccines in the first six months of life and tics, ADD, speech and 
language delays, and neurodevelopmental delays. 

The next issue reviewed was of the regular exceeding of EPA maximum safety level for mercury 
exposure from a single pediatrician visit.'” While the EPA set the maximum safe exposure rate 
for mercury exposure at 0.1 micrograms per kilogram per day (mcg/kg/day), the FDA 



Bernard et at, Autism: A unique type of mercury poisoning, April 3, 2000 
Bernard et al, Autism: A unique type of mercury poisoning, April 3, 2000 
** Mercury in Medicine: Are We Taking Unnecessary Risks - Hearing before the Committee on Government 
Reform, US House of Representatives, 1 06* Congress, 2“^ Session, July 18,2000, Serial Number: 106-232 
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acknowledged that during the first 6 months of life, this figure was frequently exceeded by over 
400% through regular scheduled immunizations.''* 

The third focus of the committee hearing was the apparent disconnect between the FDA and 
EPA regarding the maximum safe exposure level for mercury. The FDA, at the time, was 
utilizing a figure for safety that was five times greater than that stated by the EPA. While there 
have been modifications, there (today) remains an unresolved and unexplained disparity between 
those agencies safety levels figures. 

In 2000, a National Academy of Sciences (NAS) report''* specifically included review for what 
should be deemed by appropriate agencies as the standard maximum level for mercury 
exposures. This figure, identified as the “lowest observed adverse event level” or LOAEL, was 
reviewed and measured according to the finds of several studies. It was the determination of the 
NAS that the EPA guidelines were far more correct and should be adopted by all relevant 
agencies as the maximum acceptable exposure level. 

Finally, an opportunity to review much of the independent effort looking into the mercury 
induced injury issue was to be presented and submitted for further review. 

Bernard et al’s effort''’ provided a great insight to the medical mercury induced neurological 
injury arena, and served as the road map for nearly all subsequent discussion, from definition to 
epidemiology to toxicology. 

A discourse between Congressman Dave Weldon, MD and Dr. David Baskin during the 
December 10, 2002 hearing of the Committee on Government Reform provides a fair analysis of 
this quandary: 

Dr. Weldon, I have a couple of questions for Dr. Baskin about ethyl mercury versus methyl 
mercury. I have had some people say that data on methyl mercury is fairly good, but we don't 
have good data on ethyl mercury. I take it from your testimony there is actually quite a bit of 
data on ethyl mercury and that it's as toxic as methyl mercury. 

Dr. Baskin. There is more data, more arui more data on ethyl mercury. The cells that I showed 
you dying in cell culture are dying from ethyl mercury. Those are human frontal brain cells. 

You know, there has been a debate about, well, ethyl versus methyl. But from a chemical point of 
view, most chemical compounds that are ethyl penetrate into cells better than methyl. Cells have 
a membrane on them, and the membrane is made of lipids, fats. And ethyl as a chemical 
compound pierces fat and penetrates fat much better than methyl. And so, you know, when I've 
began to work with some of the PhDs in my laboratory and discuss this, everyone said, oh 



Mercury in Medicine; Are We Taking Unnecessary Risks - Hearing before the Committee on Government 
Reform, US House of Representatives, 106* Congress, 2“* Session, July 18, 2000, Serial Number; 106-232 

Toxicological Effects of Methylmercury (2000), Commission of Life Sciences, Committee on the Toxicological 
Effects of Methylmercury, Board of Environmental Studies and Toxicology, National Research Council, National 
Academy of Sciences, ISBN 0-309-07140-2 
Bernard et at. Autism: A unique type of mercury poisoning, April 3, 2000 
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gosh, you know, we've got to adjust for ethyl because it's going to be worse; the levels are going 
to be much higher in the cells. So, I mean, I think at best they're equal, but it's probably highly 
likely that they are worse. And some of the results that we are seeing in cell culture would 
support that... 



The Government’s Response 

While the Public Health Serviee, within the Department of Health and Human Services were out 
front in announcing that thimerosal in vaccines posed, at minimum, a potential hazard, they have 
been remiss in focusing appropriate attention and resources to answer the concerns raised by 
many physicians, scientists, researchers, and United States representatives with oversight. Nor 
have they followed through with their own sub-agency public recommendations to create and 
promulgate policy for the removal of thimerosal from all pediatric vaccines. 

In May 2003, the United States Congress Committee on Government Reform, Subcommittee on 
Human Rights and Wellness published a staff report following a three-year investigation into the 
mercury in medicine issue. The committee’s efforts included public hearings in 2000, 2001 and 
2002. At each of these hearings, the committee heard from a myriad of scientists, health care 
providers, researchers and parents regarding the safety, efficacy and impact of utilizing medical 
mercury in various medicines and devices. 

While there were numerous findings and recommendations bom out of Congress’ investigation 
of the issue, most telling to the issue was the publishing of their number one finding: “Mercury is 
hazardous to humans. Its use in medicinal products is undesirable, unnecessary and should be 
minimized or eliminated entirely.’’” 

That document proved a foundation for much of the following relevant research and discussion. 
Following are that documents findings and conclusions: 

Table of Findings - “Mercury in Medicine - Taking Unnecessary Risks” 



1 . Mercury is hazardous to humans. Its use in medicinal products is undesirable, 

unnecessary and should be minimized or eliminated entirely. 

2. For decades, ethylmercury was used extensively in medical products ranging from 
vaccines to topical ointments as preservative and an antibacteriological agent. 



* Vaccines and the Autism Epidemic; Reviewing the Federal Governments Track Record and Charting a Course 
for the Future, Serial No. 107-153 

Mercury in Medicine ~ Taking Unnecessary Risks, A Report of the Subcommittee on Human Rights and 
Wellness, Committee on Government Reform, United States House of Representatives, Dan Burton, Chairman, May 
2003, 

Mercury in Medicine - Taking Unnecessary Risks, A Report of the Subcommittee on Human Rights and 
Wellness, Committee on Government Reform, United States House of Representatives, Dan Burton, Chairman, May 
2003, 
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Table of Findings - “Mercury in Medicine - Taking Unnecessary Risks” (continued) 



3. Manufacturers of vaccines and thimerosal, (an ethylmercury compound used in 

vaccines), have never conducted adequate testing on the safety of thimerosal. The FDA 
has never required manufacturers to conduct adequate safety testing on thimerosal and 
ethylmercury compounds, 

4. Studies and papers documenting the hypoallergenicity and toxicity of thimerosal 

(ethylmercury) have existed for decades. 

5. Autism in the United States has grown at epidemic proportions during the last decade. 

By some estimates the number of autistic children in the United States is growing 
between 1 0 and 1 7 percent per year. The medical community has been unable to 
determine the underlying eause(s) of this explosive growth. 

6. At the same time that the incidence of autism was growing, the number of childhood 

vaccines containing thimerosal was growing, increasing the amount of ethylmercury to 
which infants were exposed threefold. 

7. A growing number of scientists and researchers believe that a relationship between the 

increase in neurodevelopmental disorders of autism, attention deficit hyperactive 
disorder, and speech or language delay, and the increased use of thimerosal in vaccines is 
plausible and deserves more semtiny. In 2001, the Institute of Medicine determined that 
such a relationship is biologically plausible, but that not enough evidence exists to 
support or reject this hypothesis. 

8. The FDA acted too slowly to remove ethylmercury from over-the-counter products 

like topical ointments and skin creams. Although an advisory committee determined that 
ethylmercury was unsafe in these products in 1980, a rule requiring its removal was not 
fin^ized until 1998. 

9. The FDA and the CDC failed in their duty to be vigilant as new vaccines containing 

thimerosal were approved and added to the inununization schedule. When the Hepatitis B 
and Haemophilus Influenzae Type b vaccines were added to the reconunended schedule 
of childhood immunizations, the cumulative amount of ethylmercury to which children 
were exposed nearly tripled. 

1 0. The amount of ethylmercury to which children were exposed through vaccines prior 
to the 1 999 announcement exceeded two safety thresholds established by the Federal 
government for a closely related substance - methylmercury. While the Federal 
Government has established no safety threshold for ethylmercury, experts agree that the 
methylmercury guidelines are a good substitute. Federal health officials have conceded 
that the amount of thimerosal in vaccines exceeded the EPA threshold of 0.1 micrograms 
per kilogram of bodyweight. In fact, the amount of mercury in one dose of DTaP or 
Hepatitis B vaccines (25 micrograms each) exceeded this threshold many times over. 
Federal health officials have not conceded that this amount of thimerosal in vaccines 
exceeded the FDA’s more relaxed threshold of 0.4 micrograms per kilogram of body 
weight. In most cases, however, it clearly did. 



’’ Mercury in Medicine ~ Taking Unnecessary Risks, A Report of the Subcommittee on Human Rights and 
Weitness, Committee on Government Reform, United States House of Representatives, Dan Burton, Chairman, May 
2003, 
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Table of Findings - “Mercury in Medicine - Taking Unnecessary Risks” (continued) 



1 1 . The actions taken by the HHS to remove thimerosal from vaccines in 1999 were not 

sufficiently aggressive. As a result, thimerosal remained in some vaccines for an 
additional two years. 

12. The CDC’s failure to state a preference for thimerosal- free vaccines in 2000 and 

again in 2001 was an abdication of their responsibility. As a result, many children 
received vaccines containing thimerosal when thimerosal- free alternatives were 
available. 

13. The Influenza vaccine appears to be the sole remaining vaccine given to children in 

the United States on a regular basis that contains thimerosal. Two formulations 
recommended for children six months of age or older continue to contain trace amounts 
of thimerosal, Thimerosal should be removed from these vaccines. No amount of 
mercury is appropriate in any childhood vaccine. 

14. The CDC in general and the National Immunization Program in particular are 

conflicted in their duties to monitor the safety of vaccines, while also charged with the 
responsibility of purchasing vaccines for resale as well as promoting increased 
immunization rates. 

15. There is inadequate research regarding ethylmercury neurotoxicity and 

nephrotoxicity. 

16. There is inadequate research regarding the relationship between autism and the use of 

mercury-containing vaccines. 

17. To date, studies conducted or funded by the CDC that purportedly dispute any 
correlation between autism and vaccine injury have been of poor design, under-powered, 
and fatally flawed. The CDC’s rush to support and promote such research is reflective of 
a philosophical conflict in looking fairly at emerging theories and clinical data related to 
adverse reactions from vaccinations. 



Table of Recommendations - “Mercury in Medicine - Taking Unnecessary Risks” 



1. Access by independent researchers to the Vaccine Safety Datalink database is needed 
for independent replication and validation of CDC studies regarding exposure of infants 
to mercury-containing vaccines and autism. The current process to allow access remains 
inadequate. 



Mercury in Medicine ~ Taking Unnecessary Risks, A Report of the Subcommittee on Human Rights and 
Wellness, Committee on Government Reform, United Stales House of Representatives, Dan Burton, Chairman, May 
2003, 

” Mercury in Medicine - Taking Unnecessary Risks, A Report of the Subcommittee on Human Rights and 
Wellness, Committee on Government Reform, United States House of Representatives, Dan Burton, Chairman, May 
2003, 
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Table of Recommendations - “Mercury in Medicine - Taking Unnecessary Risks” 

(continued) 



2. A more integrated approach to mercury research is needed. There are different routes 
that mercury takes into the body, and there are different rates of absorption. Mercury 
bioaccumulates; the Agency for Toxic Substances and Disease Registry (ATSDR) clearly 
states: “This substance may harm you. "s Studies should be conducted that pool the results 
of independent research that has been done thus far, and a comprehensive approach 
should be developed to rid humans, animals, and the environment of this dangerous toxin. 

3. Greater collaboration and cooperation between federal agencies responsible for 

safeguarding public health in regard to heavy metals is needed. 

4. The President should announce a White House conference on autism to assemble the 

best scientific minds from across the country and mobilize a national effort to uncover the 
causes of the autism epidemic. 

5. Congress needs to pass legislation to include in the National Vaccine Injury 
Compensation Program (NVICP) provisions to allow families who believe that their 
children’s autism is vaccine- induced the opportunity to be included in the program. Two 
provisions are key: First, extending the statute of limitations as recommended by the 
Advisory Commission on Childhood Vaccines from 3 to 6 years. Second, establishing a 
one to two-year window for families, whose children were injured after 1988 but who do 
not fit within the statute of limitations, to have the opportunity to file under the NVICP. 

6. Congress should enact legislation that prohibits federal funds from being used to 

provide products or pharmaceuticals that contain mercury, methylmercury, or 
ethylmercury unless no reasonable alternative is available. 

7. Congress should direct the National Institutes of Health to give priority to research 
projects smdying causal relationships between exposure to mercury, methylmercury, and 
ethylmercury to autism spectrum disorders, attention deficit disorders, Gulf War 
Syndrome, and Alzheimer’s Disease. 



While Congress’ efforts have been attempting to bring a new light and resources to the issues 
involved, this matter remains constantly and negatively impacting people, children and families. 



Congressional Hearings, Reports, and Legislation 

Over the last several years, the Committee on Government Reform of the U.S. House of 
Representatives has reviewed the mercury in medicine and associated links with 
neurodevelopmental disorders. Under the leadership of Chairman Dan Burton (IN), this 
committee held several informational and scientific based forums to gain a better understanding 
of the issue, and develop the appropriate governmental response. 



^ Mercury in Medicine - Taking Unnecessary Risks, A Report of the Subcommittee on Human Rights and 
Wellness, Committee on Government Reform, United States House of Representatives, Dan Burton, Chairman, May 
2003, 
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1999 

■ AUGUST 3, 1999: VACCINES-FINDING THE BALANCE BETWEEN PUBLIC 
SAFETY AND PERSONAL CHOICE 

o According to Chairman Burton, this hearing wished to look at, “The tension 
between the individual risks and the public benefit is a classic ethical dilemma 
for public health.” He wished for this specific focus, recognizing, “Some 
have described the current mandating of an increasing number of vaccines to 
children to be a good intention gone too far.”*^ 



2000 

■ APRIL 6, 2000: AUTISM: PRESENT CHALLENGES, FUTURE NEEDS-WHY THE 
INCREASED RATES? 

o At this forum. Chairman Burton recognized and wished to investigate why, 
“the rates of autism have escalated dramatically in the last few years.” 
Additionally, a review was called for understanding “what used to be 
considered a rare disorder has become a near epidemic.” * 

■ JUNE 1 5, 2000: FACA: CONFLICTS OF INTEREST AND VACCINE DEVELOPMENT- 
PRESERVING THE INTEGRITY OF THE PROCESS 

o At this hearing, the focus of governmental agency conflict of interest was 
reviewed. The Committee saw how various agencies, charged with facets of 
maintaining public health (and integrity in those processes) are actually 
conflicted by their mandates to promote and approve vaccine use in the United 
States versus their charge to maintain vaccine safety. Additionally, the 
question as to whether the pharmaceutical industry had too much influence 
over relevant public health committees. Here, Chairman Burton stated, “from 
the evidence we've found, we believe that they do,” when he was referring to 
relevant FDA and CDC vaccine safety related committees. A staff report was 
issued and recommendations provided to the HHS Secretary.*’ 



t06th Congress House Hearings, From the U.S. Goverrunem Printing Office via GPO Access, DOCID: 
f:62560.wais 

I06tii Con^ss House Hearings, From U.S. Government IMnting Office via GPO Access, DOCID: 

f:69622.wais 

57 I06th Congress House Hearings, From the U.S. Government Printing Office via GPO Access, DOCID: 
f: 73042. wais 
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2000 (Continued) 

• JULY 18, 2000: MERCURY IN MEDICINE-ARE WE TAKING UNNECESSARY 
RISKS? 

o The Committee of Government Reform furthered their efforts to look into 
vaccine safety, especially pediatric vaccines, and the issue of thimerosal. 
Chairman Burton recognized that, “Vaccines are the only drugs that 
Americans are required by a government agency to take. It is thus imperative 
that the Federal Government ensures the safety of these mandated.” What 
was found is best described as a failure to respond to a “no-brainer” (the total 
removal of mercury from medical products, including vaccines) by the U.S. 
Public Health Service and the FDA. * 

2001 

• APRIL 25 AND 26, 2001: AUTISM- WHY THE INCREASED RATES? A ONE-YEAR 
UPDATE 



o The Committee took additional testimony and reviewed new science and 
recognized/concluded that; “We have a national and potentially worldwide 
epidemic on our hands. It cannot simply be better reporting or an expanded 
definition of autism.” Additionally, the Committee stated, “As with any 
epidemic, we need to focus significant energy and research on containing 
it.”’’ 



2002 

• APRIL 18, 2002: THE AUTISM EPIDEMIC-IS THE NIH AND CDC RESPONSE 
ADEQUATE? 

o The Committee found a definitive lack of focus and attention at both the NIH 
and the CDC to the autism epidemic in the United States. This attitude was 
still prevalent even in the face of heightened Congressional oversight and 
attention. Chairman Burton stated, “I believe these numbers speak for 
themselves. Funding in basic and clinical research into autism needs to be 
expanded dramatically. We have an epidemic on our hands, and we in 
Congress need to make sure that the NIH and CDC treat this condition like an 
epidemic and put their efforts into doing several things: First, to find out the 
causes of the epidemic. Second, determine how to stop the epidemic in its 
tracks. Third, to evaluate treatment options. And, fourth, to look for a cure.”®’ 



5® 1 06th Congress House Hearings, From the U.S. Government Printing Office via GPO Access, DOCID: 
f:72722.wais 

107th Congress House Hearings, From the U.S. Goveniment Printing Office via GPO Access, DOCID: 
f:76856.wais 

^ 107th Congress House Hearings, From the U.S. Government Printing Office via GPO Access, DOCID: 80-356 
pdf 
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2002 

• JUNE 19, 2002: THE STATUS OF RESEARCH INTO VACCINE SAFETY AND 
AUTISM 



o The Committee foimd that (again) little research focus, attention, or funding 
was being directed to the issue of vaccine safety as requested by Congress. It 
is important to note Chairman Burton’s statement, “Through a congressional 
mandate to review thimerosal content in medicines, the FDA learned that 
childhood vaccines when given according to the CDC's recommendations 
exposed over 8,000 children a day in the United States to levels of mercury 
that exceed Federal guidelines.” 

• DECEMBER 10, 2002; VACCINES AND THE AUTISM EPIDEMIC: REVIEWING THE 
FEDERAL GOVERNMENTS TRACK RECORD AND CHARTING A COURSE FOR 
THE FUTURE 



o 



One of the most telling statements that was bom out of this hearing was from 
David Weldon, MD (FL). Dr. Weldon showed, “If scientists behaved purely 
like scientists and did purely objective research all the time, then the 
comments [against a thimerosal-autism link] would be valid. The reality is 
scientists and medical researchers operate with a system of biases that frankly 
can be very, very politicized.” The Committee went on to recognize that the 
US Public Health Service is subject (and responsive) to many influences, 
which put into jeopardy their objectivity and efforts, and put millions of 
children at risk.*' 



2003 

• NOVEMBER 13, 2003: PREVENTING ANOTHER SV40 TRAGEDY: ARE TODAY'S 
VACCINE SAFETY PROTOCOLS EFFECTIVE? 

o Chairman Burton opened with a statement that portrayed to his perspective a 
pattern of questions and uncooperativeness with vaccine manufacturers in 
response to various governmental inquiries, including requests of proof of 
following various vaccine safety relevant practices. Burton offered, “the 
subcommittee has invited representatives from the FDA and several vaccine 
manufacturers to present evidence that supports compliance with safe 
manufacturing protocols... Regrettably none of the vaccine manufacturing 
companies chose to attend today's hearing. And because of the mandatory 
nature and risk associated with all human vaccines, government health 
agencies have a special duty to exercise the utmost care and the approval, 
administration and post-administration surveillance of vaccines. The 



107th Congress House Hearings, From the U.S. Oovenunent Printing Office via GPO Access, DOCID: 
f:84605.wais 
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government must always err on the side of caution in this worthy public health 
endeavor and to do anything less is a breach of the public trust. This 
subcommittee will continue to pursue the historic truth in this matter to either 
reaffirm or, if necessary, rebuild the public's confidence in vaccines 
specifically and our public health service in general.”*^ 

■ NOVEMBER 20, 2003: THE FUTURE CHALLENGES OF AUTISM: A SURVEY OF 
THE ONGOING INITIATIVES IN THE FEDERAL GOVERNMENT TO ADDRESS THE 
EPIDEMIC 

o In his opening statement. Chairman Dan Burton reviewed the most recent 
selected state and national government statistics regarding the Autism 
Spectrum Disorders epidemic. One caution that Chairman Burton put forward 
was “If the upward trends of autism continue, the budgetary impact could 
increase 40 times to over $400 billion per year by the year 2013, and that is 
something we can't let happen if it is at all possible...” The Committee went 
on to recognize a failure within the FDA and Public Health Service to review 
the successes, even if only anecdotal, of various heavy metal treatments such 
as chelation in treatment of ASD diagnosed children, and called for further 
rigorous research of such treatment potentials for ASD and NDD patients.*^ 



Pending Legislation; HR 4169 

In April 2004, Congressman David Weldon, MD (FL-15) after following the issue for five years 
and perceiving a lack of response from HHS introduced legislation, HR 4169 with 
Congresswoman Carolyn D Maloney (NY-14), “The Mercury Free Vaccine Act of 2004” to 
guarantee a removal of thimerosal from vaccines. As a practicing physician, he had had a keen 
interest in and imderstanding of the complexity of the thimerosal issue, including attendance and 
speaking at the lOM Immunization Safety Committee hearings.*^’ “ 

Dr. Weldon’s effort attempts to answer the two primary concerns regarding continued thimerosal 
exposure to infant and pediatric patients. First, as vaccine manufacturers’ utilize, and claim, 
thimerosal solely as a preservative; and since manufacturing and distribution of thimerosal free 
versions is commonplace, there is no reasonable expectation or perceived need for its continued 
inclusion in America’s vaccine arsenal. 

The second issue addressed by Dr. Weldon’s bill is that of immunization scheduling. While 
most of the vaccines on today’s infant and pediatric scheduling are thimerosal firee, there remain 
high opportunities for pre- and post-natal thimerosal exposure fiom “off schedule” 



i07th Congress House Hearings, From the U.S. Government Printing Office via GPO Access, DOCID: 
f:92772.wais 

^ 107th Congress House Hearings, From the U.S. Government Printing Office via GPO Access, DOCID: 
f:92727.wais 

^ http://www.iom.edu/file.asp?id=19029 
http://thomas.ioc.gOv/cgi-bin/bdquery/z7dl08:h.r.04169; 
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immunizations. These would include such examples as prenatal immunoglobulin, influenza 
vaccine and the Hepatitis B vaccine. Additionally, there are current movements to potentially 
place thimerosal laden Hepatitis A into the schedule or give it suggested status. Without a ban 
on the use of thimerosal, it is possible that thimerosal exposure over time could increase. 

Only through the guarantee of thimerosal free vaccines offered in the Weldon Bill can the public 
trust begin to be restored. At present there are 31 cosponsors on the bill. 



Environmental Protection Agency 

The mission of the Enviromnental Protection Agency (EPA) is to protect human health and the 
environment. Since 1970, EPA has been working for a cleaner, healthier environment for the 
American people. EPA has been very active in reducing mercury exposures in medical 
environments. An example of such actions follows: 

EPA published a manual entitled, “Reducing Mercury Use in Health Care 10 Best Management 
Practices” which it advices hospitals to 

=> Phase out all nonessential uses of mercury in laboratories. 

=> Eliminate the use of mercury-containing compounds in all clinical, research and teaching 
laboratories unless there is no alternative. 

Eliminate all nonessential mercury devices, such as thermometers and barometers, and 
replace them with mercury-free devices. 

=> Clear laboratories and storage areas of uimecessaiy mercury compounds. 

=> Request mercury-free pharmaceutical supplies whenever possible. 

The EPA goes on to advice: The mercury compound in a chemical formulation may be an active 
ingredient, a preservative, or a contaminant introduced during the manufacture of one of the 
ingredients. TTie alternative depends on the reason that mercury is present. If a mercury 
compound is an active ingredient, the replacement may be a compound of a less hazardous 
metal. If a mercury compound is a preservative, the formulation can often be replaced by a 
formulation that uses a non-mercury preservative. If mercury is a contaminant, a formulation can 
often be found with ingredients manufactured by a different method. Because mercury may be 
present in very small amounts as a preservative or contaminant, it may not be obvious whether or 
not a chemical reagent or stain contains mercury. Manufacturers might not list the ingredients of 
a reagent or stain if the formula is under copyright protection. Material Safety Data Sheets might 
not list mercury in a product if the formula is under copyright protection or if the amount is less 
than one percent.^ However, the contribution of many low concentration sources accounts for a 
large fraction of the mercury in the wastewater stream. The hospital purchasing agent should 
contact the hospital’s suppliers and request that mercury-free reagents be supplied. If the usual 
supplier cannot provide mercury-free reagents, locate one that can. Request that all vendors 



“ An Example of the Material Safety Data Sheet Is provided at Appendix B 



30 




270 



A Brief Analysis of Recent Efforts in Medical M^cury Induced Neurological and Autism Spectrum Disorders 



disclose mercury concentration on a Certificate of Analysis. Products with no or low mercury 
can then be selected for purchase. The Certificate of Analysis should list mercury content in parts 
per billion (ppb), not as a percentage.”*’ 

The fidl list** of products containing mercury in medical laboratories complied by EPA is 
provided at Appendix A.” 



Pharmaceutical Uses of Mercury 


Products 


Notes 


Merbromin/water solution 


Used in plastic/reconstructive surgery as a 
disinfectant and marker 


Opthalmic and contact lens products 


May contain mercury preservatives: 
thimerosal, phenylmercuric acetate, 
phenylmercuric nitrate 


Nasal Sprays 


May contain mercury preservatives: 
thimerosal, phenylmercuric acetate, 
phenylmercuric nitrate 


Vaccines 


May contain thimerosal (primarily in 
hemophilus, hepatits, rabies, tetanus, influenza, 
diphtheria, and pertussis vaccines.) 



Another disturbing statement in this report follows; 

“The mercury-cell process is one of the processes that may be used to manufacture common 
ingredients of cleaners and degreasers; sodium hydroxide (caustic soda), potassium hydroxide, 
chlorine and hydrochloric acid (muriatic acid). When these chemicals are used to make other 
products, such as bleach or soaps, mercury contamination can be introduced into the final 
product.” 

Laboratory analyses were conducted on several common cleaners and show that mercury 
exposure can also occur through unsuspecting sources.*’ 



Mercury Content of Selected Cleanine Products 


Product 


Mercury Content (ppb) 


Ajax Powder 


0.17 


Comet Cleaner 


0.15 


Lysol Direct 


<0.011 


Soft Scrub 


<0.013 



EPA Manual http://www.epa.gov/glnpo/bnsdocs/inerchealth/mercury.pdf 
^ http://www.epa.gov/seahome/mercury/src/labs.htm 

® The laboratory analyses were conducted by the Massachusetts Water Resources Authority (MWRA) and Medical, 
Academic and Scientific Organizations, Inc. (MASCO) thorug a public-private partnership called the 
MWRA/MASCO Mercury Work Group. These tests were on limited, many common cleaning products have not 
been tested. Reducing Mercury Use in Health Care Page 10, 
http://www.epa.gov/ginpo/bnsdocs/merchealth/mercury.pdf 
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Mercury Content of Selected Cleaning Products 


Product 


Mercury Content (ppb) 


Alconox Soap 


0.004 mg/kg, 0.005 mg/kg, <0.0025 

mg/kg 

(3 tests) 


Derma Scrub 


<5.0, <2.5 (2 tests) 


Dove Soap 


0.0027 


Ivory Dishwashing Liquid 


0.061 


Joy Dishwashing Liquid 


<0.01 


Murphy’s Oil Soap 


<0.012 


Soft Cide Soap (Baxter) 


8.1 


Sparkleen Detergent 


0.0086 


Sunlight Dishwashing Detergent 


<0.01 1 



These findings which have not been widely acknowledged within this discussion need to be 
fiirther evaluated. 

The take away message for hospital personnel from the EPA: For most mercury containing 
products in the hospital, the preferred best management practice is to replace the item with a 
mercury-free product. 



The Department of Health and Human Services 

The United States Department of Health and Human Services is the umbrella department that 
handles nearly all of health related matters for the country through its charged agencies. Only 
through a cohesive/interagency can matters such as mercury in medicine be appropriately 
addressed. 

Here has been one of the major factors leading to a disjointed, and frequently contradictory, 
approach to policy direction with regard to mercury/thimerosal related issues. There has been an 
apparent and frequent disconnect of policy, resource management and research focus, which has 
not only disallowed a cohesive public message, but also a unity in research review. While under 
Secretary Tommy Thompson, a focus on a “One HHS” approach was initiated, its premise 
remains unfulfilled. 



Centers for Disease Control and Prevention 

The CDC’s primary related focus has always been for implementation of an “appropriate” 
immunization plan to protect and benefit the American people. The reasons for frequent slow to 
counter-responses from the CDC would, with intellectual honesty, almost be expected. 
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Americans have charged the CDC with assuring minimal opportunities for widespread disease 
outbreaks across our population. There is reliance upon them to accomplish this task. As such, 
the CDC promotes immunizations and vaccines through a multi-million dollar education and 
public relations campaign. Herein lies part of the problem to the CDC’s sluggish responses to 
the thimerosal issue. 

As we charge the CDC to achieve the highest opportunity for disease prevention, they are 
equitably charged with a portion of responsibility for the safety of the program to achieve this 
goal. Any interruption in the process to full compliance with immunization would be a 
perceived failure. Either admission to issues regarding thimerosal laden vaccines, or delays in 
moving to thimerosal free versions, would potentially interrupt the process, and be a perceived 
failure. In short, the CDC is conflicted by two duties it has been charged with: maximizing 
immunizations and maintaining immunization safety. A problem regarding the latter would 
serious hamper the efforts of the former. The thimerosal crisis has exemplified this inherent 
conflict, showing that long-time CDC employees will set aside the rigors of good science which 
to protect vaccine policies. 

A great benefit to the CDC, and the national immunization efforts in general, would be the 
removal of the vaccine safety and monitoring component out of the CDC’s realm, and to another 
non-conflicted public health/interest related agency. This would allow the CDC to receive free 
and non-conflicted advice regarding vaccine safety, and begin a large and measurable step to 
regaining the public trust in our immunization programs. 

Currently, our nation utilizes two passive monitoring system for tracking vaccine related adverse 
events. The first is the VAERS (Vaccine Adverse Event Reporting System) which is a 
subjective effort managed by the Food and Dn^ Administration. The second is the VSD 
(Vaccine Datalink System), which is a compilation of data streams from predetermined health 
maintenance organizations (HMO), managed by the FDA, CDC and a contractor. 

In 2000, armed with the reluctant researcher Dr. Thomas Verstraeten’s VSD study™'’’ and data 
indicating a statistically significant correlation between the administration of thimerosal laden 
vaccines and the onset of tics, speech and language delays and neurodevelopmental 
developmental delays,™ rather than take swift and aggressive measures to eliminate all exposures 
to thimerosal in children, the CDC delayed the publication of the data while conducted additional 
evaluations of the data, with each generation of the study, diluting the findings, until no 
conclusive findings would be found in the published findings. 

Subsequent attempts for independent review of the VSD data have been met with numerous 
obstacles. One completed study by Geier and Geier,™ corroborated Verstraeten et al’s initial 



Thimerosal VSD Study - Phase 1 , Update 2/29/00, Thomas Verstraeten, Robert Davis, Frank Destefano, obtained 
via FOIA by SafeMinds, Summer 2001 

Scientific Review of Vaccine Safety l[)atalink Information, June 7-S, 2000, Simpsonwood retreat Center, 
Norcross, GA ~ Minutes of meeting obtained under FOIA by SafeMinds, Summer 200 1 
^ Scientific Review of Vaccine Safety Datalink Information. June 7-8, 2000, Simpsonwood retreat Center, 
Norcross, GA - Minutes of meeting obtained under FOIA by SafeMinds, Summer 2001 
Nuerodevelopmental Disorders after Thimerosai-Containing Vaccines: A Brief Communication, Geier and Geier, 
Experimental Biology and Medicine, 2003 
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suspicion of an apparent epidemiological link between Thimerosal and neurodevelopmental 
disorders, including autism. Unfortunately, since, and some suspect due to, the Geier’s efforts, 
HHS and CDC have placed near impenetrable restrictions on access and study types related to 
VSD data, and such studies are no longer available for replication. 

The following is how HHS describes this study; 

In order to assess the potential health effects of exposure to thimerosal in childhood 
vaccines, the Centers for Disease Control and Prevention (CDC) sought epidemiological 
data to examine selected outcomes with varying exposure levels of thimerosal. This 
"screening analysis "found weak (relative risk less than 2) but statistically-significant 
associations between exposure to thimerosal-containing vaccines before the age of 6 
months and tic disorders, attention deficit disorders (ADD), and speech and language 
disorders. The investigators then used another, smaller database jrom the East Coast for 
a more focused study to test the hypotheses that tic disorders, ADD, and speech and 
language disorders are associated with thimerosal exposure before 6 months of age. This 
study did not confirm an association. Taken together, the resuits of the two studies are 
inconclusive as to an effect of thimerosal on neurological outcomes. 

The public remains puzzled as why armed with the initial data by Verstraeten et al that the CDC 
did not aggressively move to assure that no child would be exposed to thimerosal in their 
vaccines and why, instead the agency’s next move was to endorse a recommendation to give all 
children six months and older the flu vaccines, but chose not to state a preference for thimerosal- 
ftee (which is available). This and similar actions have been seen by many parents as an 
egregious miscarriage of their responsibility to protect children from harm. 

The challenges described above regarding access to the VSD led to the CDC contracting the 
lOM to a committee to “Review of the National Immunization Program's Research Procedures 
and Data Sharing Program.” The cormnittee has been tasked to: 

1 . (a) review the design and the implementation to date of the new Vaccine Safety Datalink 
Data Sharing Program to assess compliance with the current standards of practice for data 
sharing in the scientific community and, 

(b) make recommendations to the National Immunization Program for any needed 
modifications that would facilitate use, ensure appropriate utilization, and protect 
confidentiality; and 

2. (a) review the iterative approaches to conducting analysis that are characteristics of 
studies using the complex, automated Vaccine Safety Datalink system. Examples of 
recent studies to be examined are a completed screening study on thimerosal and 
vaccines (Verstraeten et al) and cohort studies on asthma. The committee will use that 
review to 

(b) consider whether, when, and how preliminary data about potential vaccine-related 
risks obtained from the Vaceine Safety Datalink system should be shared with other 
scientists, communicated to the public, and used to make policy or recommendations to 



Thimerosal Nomination to the National Toxicology Program, http://ntp- 
server.niehs.nih.gov/httlocs/Chem_Background/ExSuinPDF/Thimerosal.p<lf 
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CDC and 

(c) make recommendations to the National Immunization Program on the release of such 
preliminary data in the future. A brief report with conclusions and recommendations 
will be issued for each of these two topics.” 

The first meeting was conducted on August 23, 2004 in Washington, DC. During the meeting, 
Barbara Loe Fischer of the National Vaccine Information Center reminded the Committee the 
importance of utilizing the VSD to evaluate both acute and chronic conditions that existing 
hypotheses have emerged indicating a potential connection: 

Epidemic of Chronic Illness and Disability in Children 

♦ 1 in 6 have development delays or behavior disorders 

♦ 3 million learning disabled schoolchildren 

♦ 94,000 autistic schoolchildren 

♦ 4 million with ADHD 

♦ 9 million with asthma 

♦ 300,000 have juvenile rheumatoid arthritis 

♦ 1 in 400 to 500 are diabetic 

Ms. Fisher left them with a quote from a decade old publication of the lOM: 

"The lack of adequate data regarding many of the adverse events under study was of major 
concern to the committee. Presentations at public meetings indicated that many parents and 
physicians share this concern, in the course of its reviews additional obvious 
needs for research and surveillance were identified. " 

-Institute of Medicine Vaccine Safety Committee Adverse Events Associated with Childhood 

Vaccines, 1994 

A report from the lOM’s new committee is expected by early October. 

Food and Drug Administration 

In a written response to the July 18, 2000, Congressional hearing the FDA states that “The 
toxicity of mercury has been known since antiquity” The FDA also acknowledged that animal 
studies conducted in the 1920’s showed kidney and intestinal lesions in animals associated with 
high levels of mercury exposure from thimerosal. Further the FDA states they do not ask for 
safety data specific to an inactive ingredient. In 1988 the FDA allowed the continued use of 
mercury compounds as inactive ingredients (preservatives) while determining that mercury 
compounds used as active ingredients in over-the-counter products were found not to be 
generally recognized as safe and effective. In this written response the FDA also states that 
between 1990 and 1998 they received 47 adverse events reported through the Vaccine Adverse 
Events Reporting System (VAERS) attributed by the reporting individual as being due to 



http://www.iom.edu/project.asp?id=21 144 
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mercury or thimerosal. From 1998 to July 2000 another 15 reports were received. The FDA also 
reported that in July 2000 that HHS had funded only one study looking at mercury toxicity in 
thimerosal. This 1967 study evaluated the carcinogenicity of various chemicals used in the 
preparation of vaccines, including thimerosal.’*’ 

In reviewing the list of grants funded by FDA on the CRISP Database”, SafeMinds learned that 
33 studies had been funded between 1990 and 2003 on thimerosal. Most of these were internal 
studies conducted by Supervisory Chemist, Dr. Joan C. May (FDA/CBER/OVRR/ARC) with 
titles that included: 

=> Analysis and Characterization of Mercury and Trace Elements in Injectable Products 
=> Analysis and characterization of mercury in injectable products 
=> Analysis of mercury in injectable products 
=> Development of Organic and Inorganic Analytical Methodol 
=> Experiments in Radiation Sterilization 

Analysis and Characterization of Mercurial Preservatives in Injectables 
Determination of Nitrogen Content (Protein) of Biological Products 

A full list of these grants and their abstracts is provided at Appendix D. 

It is obvious from these findings that FDA’s Center for Biologies Evaluation and Research 
(CBER) was evaluating thimerosal for its benefit in vaccines, yet choosing not to invest in 
studies looking at toxicity. 

In July 2000, after a full evaluation of the research literature, SafeMinds requested that the FDA 
immediately recall vaccines containing thimerosal. In the August 16, 2000, response (refusing to 
conduct a withdrawal), the FDA acknowledged that the agency had never required manufacturers 
to test the individual components of the vaccines, including the thimerosal. The FDA also stated 
that only acute toxicity is likely to be found during pre-licensure testing. In 2000, the FDA 
acknowledged that ‘there is no existing guidelines for safe exposure to ethylmercury, the 
metabolite of thimerosal.’ In September 2004, the agency can still not provide a guideline for 
safe exposure levels for ethylmercury. 

It is these types of inconsistencies that have created a level of incredulousness as physicians, 
scientists, researchers and parents attempt to work with America’s leading health related 
governmental agencies for the protection of children. 



* FDA Response to Questions to Dr. William Egan, FDA for the Record of July 18, 2000 hearing before the 
Government Reform Hearing, US House of Representatives. 

” CRISP (Computer Retrieval of Information on Scientific Projects) is a searchable database of federally funded 
biomedical research projects conducted at universities, hospitals, and other research institutions. The database, 
maintained by the Office of Extramural Research at the National Instimtes of Health, includes projects funded by the 
National Institutes of Health (NIH), Substance Abuse and Mental Health Services (SAMHSA), Health Resources 
and Services Administration (HRSA), Food and Drug Administration (FDA), Centers for Disease Control and 
Prevention (CDCP), Agency for Health Care Research and Quality (AHRQ), and Office of Assistant Secretary of 
Health (OASH). hup , sin^p-cuuith.goy/ 
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One of the leading arguments against the possibility of further restriction on the use of 
thimerosal is actually the lack of consistent interpietation of the data that is available regarding 
its safety and efficacy. Mercury, as we have discussed, comes in many forms and potential 
formulations. While that purports well to the different capacities of the element, it also has 
caused a quandary regarding safety in those various forms. 

The FDA has been aggressive in warning pregnant women and young children to avoid over 
consumption of mercury-containing fish'*. “Research shows that most people 's fish 
consumption does not cause a health concern. However, high levels of mercury in the 
bloodstream of unborn babies and young children may harm the developing nervous system. 

With this in mind, FDA and EPA designed an advisory that if followed should keep an 
individual's mercury consumption below levels that have been shown to cause harm. By 
following the advisory parents can be confident of reducing their unborn or young child's 
exposure to the harmful effects of mercury, while at the same time maintaining a healthy diet that 
includes the nutritional benefits of fish and shellfish. ” 

The dichotomy of advice from the FDA is at best confusing and at worst a failure to aggressively 
protect the public once a dangerous mercurial exposure was discovered. 



National Institutes of Health 

The NlH’s efforts to conduct and fund studies evaluating Thimerosal have been at times 
misdirected and continue to be inadequate given the severity of the potential risk associated with 
the discovery in 1999 that 8,000 children a day were being exposed to potentially dangerous 
levels of mercury. (A list of recommended vaccines and their thimerosal content in 1999 is 
available at Appendix C.) This premier $27 Billion biomedical institution comprised of 26 
Institutes and Centers has to date failed to provide evidence to confirm that they have made this 
matter a priority or that they remain open-minded about the potential that thimerosal in vaccines 
may be linked to a novel form of autism - mercury-induced autism spectrum disorders. 



As the bastion for high quality research, the one study the NIH’s National Institute of Allergy 
and Infectious Diseases (NIAID) notes on in their May 2004 FAQ Public Page on NIAID-funded 
studies on the subject is the Rochester Study™ as proof that thimerosal in vaccines is not linked 
to autism. That the NIAID would fund a small, poorly controlled study and then promote the 
findings as if it were meeting the gold standards of scientific rigor is highly suspect. The flaws 
of the study were discussed in a Congressional hearing excerpted below: 



^ fattp://www.fda.gov/oc/opacom/hottopics/mercufy/backgrounder.htmI 

^ Pichichero ME, Cernichiari E, Lopreiato J, and Treanor J. Mercury concentrations and metabolism in Infants 
receiving vaccines containing thimerosal: a descriptive study. Lancet 360:1737-174! (2002). 
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Dr. Weldon. The Lancet study, only 40 infants. You agree that’s much too small a sample size to 
really make any conclusions? 

Dr. Baskin. Right. I mean, there are a number of problems with the Lancet studies as I 
mentioned. But certainly, if the disease occurs in one in ISO children and you only test 40, you 
may miss that child, very easily miss the child who had the problem, or at best maybe only catch 
one. Not to mention the other things that have been discussed by several of the panel, the most 
significant one being they drew the blood much too late. They drew the blood days to weeks 
later, whereas we know the peak level of methyl mercury — 

Dr. Weldon. Three to 28 days. 

Dr. Baskin [continuing]. Occur within hours, within 24 hours: yet they drew the blood up to 27 
days later. As a matter of fact, to me it's very worrisome. They are still finding some mercury in 
the blood that far out It should— you know, you would think it might be gone. 

Dr. Weldon. Is there any — 

Mr. Burton. Would the gentleman yield? Would that be the reason that some families see a very, 
very rapid change in their children shortly after these vaccinations are given in large numbers? 
For instance, in our family it was just a matter of a couple days and— boom. 

Dr. Baskin. Correct All of the data on both methyl arul ethyl mercury suggests that the peak 
level— in other words, the highest level in the blood— is either achieved within hours or at least 
within 24 hours. So that's-and, again, if it gets in the blood, the blood goes to the brain. We 
know it has a preferential tendency to be sucked into the brain or to cross into the brain in 
excess, and so you would expect to see something fairly quickly.... 

Dr. Weldon. Is there any kinetic studies on the clearance of ethyl mercury that are available that 
could allow you to make conjectures as to what the peak levels might have been based on the 
blood levels that are available in the Lancet study? Or is that information not known? 

Dr. Baskin. It's known to a limited extent. There's a study in pre-term infants that received 
vaccinations. So they— you know, by kind of people not thinking about it, their weight is very 
small and they receive the same dose, and so it was a very high level. And they looked at some 
of that data. But, frankly, there is not enough. I think one of the points in the Lancet study is they 
drew all these complicated curves saying that they knew what the pharmacokinetics were, which 
refers that they knew how the drug was taken up, how it was absorbed, how it was distributed, 
but they never caught a peak level. Arul, of course, you can't even make a comment about 
pharmacokinetics unless you know the peak level So, I mean, I think the short answer is there is 
some— some data available but not enough. 

While discounting the risks of injecting thimerosal into newborns, the NIH has been aggressive 
in protecting its own. The Campaign for a Mercury Free NIH’s website states, “Mercury is a 



Vaccines and the Autism Epidemic: Reviewing the Federal Governments Track Record and Charting a Course 
for the Future, Serial No. 107-153 
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dangerous, often unrecognized hazard, commonly found at work, home and schools. The 
Campaign for a Mercury Free NIH seeks to eliminate all unnecessary uses of mercury in the NIH 
facilities; encourage use of safer alternatives in biomedical research; increase general awareness 
of mercury hazards; and prevent mercury spills and pollution.”*' How can the NIH scientific 
community be so aggressive and adamant about reducing their laboratory exposures to mercury, 
but not take an equally as aggressive stance to protect the nation’s children for medical 
exposures to mercury? 

In October of 2003, Clarkson, Magos and Meyers*^ discussed the general issues and various 
mercurial exposures, including thimerosal, and the relevant hazards associated. This 
NIEHS/NIH supported efTort reviewed many of the current topics of discussion, and quantified 
part, but not alt, of the concerns in today’s dialogues. 

While Clarkson et al utilized and displayed some of Gossel and Bricker’s work,*^ by their own 
admission, there was much more work to be done. 

Clarkson et al repeated Gossel and Bricker’s finds that ethyl mercury (thimerosal) has the 
capacity to attack and injure various neurodevelopment centers. Clarkson et al also review a 
commonly referred concern of the risk of increased incidence of infectious disease from the 
population taking an increased decision not to utilize vaccinations for disease prevention. What 
they failed to state, however, is the integral requirement for an unwavering public trust to the 
nation’s immunization program for such an effort to be successful. 

Clarkson et al also admitted that there was a definitive need for additional study to finally study 
directly thimerosal fiom all views to settle these questions. 

This has been a common request before the NIH and the NIEHS, but to date has not been 
answered. 

All this aside; in their closing remarks, Clarkson et al make a rather definitive statement, “All 
forms of mercury have adverse effects on health at high doses.” We only need to look to the 
World Health Organization, or the EPA to see the mirror guidelines of O.lmcg/kg/day. Clarkson 
et al’s effort repeat the findings of the National Academy of Science*^ that America’s children 
were put at risk by exceeding that amounts through pre-natal and post-natal exposures, including 
through vaccines. 

Currently, the Department of Health and Human Services is following the autism research matrix 
put forth by the National Institutes of Mental Health. The first most telling to the HHS focus and 
approach to autism in general, is in its design is for repetitive efforts in the short term (and with 
highest priority) and treatment options, even for overlying biomedical conditions, is not 



http://www.nih.gov/od/ors/ds/index.htm 

Thomas W. Clarkson, Ph.D., Laszto Magos, M.D., and Gary J. Myers, M.D., The Toxicology of Mercury — 
Current Exposures and Clinical Manifestations, N Engl J Med 2003;349:1731-7. 

^ Gossel TA, Bricker JD. Principles of clinical toxicology. 2nd ed. New York: Raven Press, 1990. 

^ Board on Environment Studies and Toxicology. Toxicological effects of methyl mercury. Washington, D.C.; 
National Research Council, 2000. 
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scheduled for study until 2013. Also, not found within the HHS document is any address to 
current treatment research, advancement of biomedical condition treatments to mitigate the 
suffering of mercury-induced autism victims. Finally, there is no attention provided for family 
supports.*^ 

One criticism to this approach that has been forward is that it is hard to create an appropriate 
physiologically based treatment focus out of a document that is inherently focused on mental 
heith. 

Aside from the challenges of researching autism and its biological issues, is the urgent need to 
aggressively investigate the actual injury caused by pre- and postnatal exposure to thimerosal 
and ethylmercury. To date, the NIH response to this remains inadequate. 

In reviewing the list of grants funded by NIH since 1972 available on the CRISP Database,** 
SafeMinds learned that 13 studies had been funded between 1999 and 2003 on thimerosal. The 
studies included several to the University of California, Davis to evaluate the mechanisms of 
autism and developing an animal model of autism. While several of the fimded studies are not 
related to the toxicity discussion, three studies funded in 2002 and 2003 - one to Marshall 
University and two funded internally to an NIEHS scientist - should eventually provide further 
understanding on the effects of thimerosal on the brain. Several of these studies are in press or 
about to be submitted for publication. A full list of these grants including their abstracts is 
provided in Appendix D. 



The Institute of Medicine Review 

In 2001, after calling a public meeting in Boston, the Institute of Medicine Immunization Safety 
Review Committee (ISRC) issued their first report on the potential link between thimerosal and 
autism. In this report, the lOM Committee found the hypothesis of a relationship between 
thimerosal in vaccines and the onset of neurological developmental delays such as autism was 
biologically plausible. The Committee found a significant lack of scientific data evaluating the 
safety of thimerosal,*^ but made several direct recommendations for the research necessary to 
further review and resolve many of the associated questions. A table of those conclusions and 
recommendations follows: 



Department of Health and Human Services, National Institutes ofHealth, National Institutes of Mental Health, 
Congressional Appropriations Report on the State of Autism Research, April 2004 

“CRISP (Computer Retrieval of Information on Scientific Projects) is a searchable database of federally funded 
biomedical research projects conducted at universities, hospitals, and other research institutions. The database, 
maintained by the Office of Extramural Research at the National institutes ofHealth, includes projects funded by the 
National Institutes ofHealth (NIH), Substance Abuse and Mental Health Services (SAMHSA), Health Resources 
and Services Administration (HRSA), Food and Drug Administration (FDA), Centers for Disease Control and 
Prevention (CDCP), Agency for Health Care Research and Quality (AHRQ), and Office of Assistant Secretary of 
Health (OASH). hnp a 

immunization Safety Review: Thimerosal - Containing Vaccines and Neurodevelopmental Disorders (2001) 
Institute of Medicine 
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Table 3** 



CONCLUSIONS 

The committee concludes that although the hypothesis that exposure to 
thimerosal-containing vaccines could be associated with neurodevelopmentat 
disorders is not established and rests on indirect and incomplete information, 
primarily from analogies with methylmercury and levels of maximum mercury 
exposure from vaccines given In children, the hypothesis is biologically plausible. 

The committee also concludes that the evidence is inadequate to accept or reject 
a causa! relationship between thimerosal exposures from childhood vaccines and 
the neurodevelopmental disorders of autism, ADHD, and speech or language 
delay. 



PUBLIC HEALTH RESPONSE RECOMMENDATIONS 



Policy Review and Analysis 

The committee recommends the use of the thimerosal-free DTaP, Hib, 
hepatitis B vaccines in the United States, despite the fact that there might be 
remaining supplies of thimerosal-containing vaccine available. 

The committee recommends that full consideration be given by 
appropriate professional societies and government agencies to removing 
thimerosal from vaccines administered to infants, children, or pregnant women 
in the United States. 

The committee recommends that appropriate professional societies and 
government agencies review their policies about the non-vaccine biological and 
pharmaceutical products that contain thimerosal and are used by infants, 
children, and pregnant women In the United States. 

The committee recommends that policy analyses be conducted that will 
Inform these discussions In the future. 

The committee recommends a review and assessment of how public 
health policy decisions are made under uncertainty. 

The committee recommends a review of the strategies used to 
communicate rapid changes in vaccine policy, and it recommends research on 
how to improve those strategies. 



Public Health and Biomedical Research 

The committee recommends a diverse public health and biomedical research 
portfolio. 



** Immunizal ion Safety Review: Thimerosal - Containing Vaccines and Neurodevelopmental Disorders (2001) 
Institute of Medicine 
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Table 3*^ (continued) 



Epidemiological Research 

The committee recommends case-control studies examining the potential 
link between neurodevelopmental disorders and thimerosal-containing vaccines. 

The committee recommends ftitther analysis of neurodevelopmental 
disorders in cohorts of children who did not receive thimerosal-containing doses 
as part of a clinical trial of DTaP vaccine. 

The committee recommends conducting epidemiological studies that 
compare the incidence and prevalence of neurodevelopmental disorders before 
and after the removal of thimerosal from vaccines. 

The committee recommends an increased effort to identify the primary 
sources and levels of prenatal and postnatal background exposure to thimerosal 
(e.g., Rho (D) Immune Globulin) and other forms of mercury (e.g., maternal 
consumption of fish) in infants, children, and pregnant women. 



Clinical Research 

The committee recommends research on how children, including those 
diagnosed with neurodevelopmental disorders, metabolize and excrete metals— 
particularly mercury. 

The committee recommends continued research on theoretical modeling 
of ethylmercury exposures, including the incremental burden of thimerosal with 
background mercury exposure from other sources. 

The committee recommends careful, rigorous, and scientific 
investigations of chelation when used in children with neurodevelopmental 
disorders, especially autism. 



Basic Science Research 

The committee recommends research to identify a safe, effective, and 
Inexpensive alternative to thimerosal for countries that decide they need to 
switch from using thimerosal as a preservative. 

The committee recommends research in appropriate animal models on 
the neurodevelopmental effects of ethylmercury. 



The lOM conclusions from 2001 (as noted in Table 3) admitted to the lack of specific study and 
data necessary for accomplishing the task of allowing a full scientific review to the issues. 
Subsequently, there spears to have been selective adaptations of their conclusions and 
recommendations leading to its final report. 



Immunization Safety Review: Thmierosal - Containing Vaccines and Neurodevelopmental Disorders (2001) 
Institute of Medicine 
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First, in its “Public Health Response Recommendations”, the committee’s suggestion for 
exclusive use of thimerosal free vaccines “despite the fact there might be remaining supplies of 
thimerosal-containing vaccine available”^ was never fully realized nor implemented. Rather, a 
slow transition began, with patchwork efforts to move through to the goal of exclusive use of 
thimerosal-free vaccines. Today, there is still readily available and utilized thimerosal- 
containing stock in our immunization programs supplies. 

Second, there was never a full dialogue provided to the lOM’s fifth Public Health Response 
recommendation, “a review and assessment of how public health policy decisions are made 
under uncertainty.”^' Rather, a perceived waiting game began pending a final report by the 
Immunization Safety Review Committee (ISRC). 

Regarding the ISRC’s epidemiological studies recommendations, only half were fully 
accomplished in the years between initial and final reports. Neither the case-control nor clinical 
trial studies were ever accomplished, providing only a partial body of their stated needs prior to 
the issuing of the final report. 

The largest failing in research falls from the clinical and basic science realms. Fully, none of the 
five recommended, and requisite for conclusion, studies were fulfilled. While there has been 
discussions and postulates (i.e. Aposhian’^), research into the arena of excretion and the potential 
of efflux disorder (i.e. Wilson’s Disease) has never been fully accomplished. Theoretical 
modeling of mercury burden levels, with reference to thimerosal, has primarily been found 
accomplished through private sector efforts, as has the use of various forms” of chelation 
therapy and their application in the mercury-injured autism population To date, there has been 
no formalization or recommendation for alternative preservative use, nor has there been public 
resources pledged or provided for attempting to locate thimerosal alternatives. 

Finally (with regard to the ISRC initial report conclusions and recommendations) while some 
appropriate animal modeling has been accomplished, such as Homig et al^'*, this area of study 
has not been fully supported through public resources with the enthusiasm suggested by the 
ISRC report as necessary to the discussion. 

In review, with respect to the initial lOM report, nine of the sixteen (56%) ISRC 
recommendations for public health response or research caimot be considered accomplished or 
fulfilled to the degree purported as necessary within that report. This pattern of HHS’s 
contracting with the NAS/IOM to conduct vaccine safety evaluations and receive advice which 
they fail to adopt is a long-standing failure within the department. In 1991 and 1994, lOM 
provided evaluations of existing scientific evidence connecting vaccines and the onset of a 



^ Immunization Safety Review: Thimerosal - Containing Vaccines and Neurodevelopmental Disorders (2001) 
Insutute of Medicine 

Immunization Safety Review: Thunerosal - Containing Vaccines and Neurodevelopmental Disorders (200 1 ) 
Institute of Medicine 

Toxicologist View of Thimerosal and Autism”, H. Vasken Aposhian, presentation before the lOM-ISRC 
meeting #9, 9 February 2004 
Oral, topical, traosdermal, and IV chelating Peatments 

^ Neurotcxxic effects of postnatal thimerosal are mouse strain dependent, M Homig, D Chian and W I Lipkin 
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number of conditions. At each review the lOM pointed out significant gaps in the science; 
however, in the years that followed, most of the advice was ignored. 

It was the National Academy of Sciences that confirmed the EPA’s lower limit on 
methylmercury as being scientifically valid in the late 1999. When the FDA began looking at 
the level of exposure to thimerosal in vaccines, there was an assumption that in their absence of 
pharmacokinetic data on thimerosal that ethyl mercury was as at least as toxic as methylmercury. 

It is important to remember that according to Neal A. Halsey, MD, Institute of Vaccine Safety, 
Johns Hopkins University and long time advisor to FDA and CDC, that he and other advisors 
missed the increasing exposure to mercury in the thimerosal because the thimerosal content was 
presented on the label as 0.01% rather than 25 meg.’* 

The most recent lOM meeting (9 February 2004) focused on whether ethyl mercury is potentially 
safer than methyl mercury, which is a known biotoxin. This most recent of a (to date) total of 
nine meetings on the subject of vaccines and autism again showed a division some within the 
scientific and medical communities have regarding these issues.’^ It was noteworthy that the 
lOM-ISRC narrowed their focus of their deliberation as to whether there was a Thimerosal- 
Autism Spectrum Disorder link rather than the original and interim Thimerosal- 
Neurodevelopmental Disorder link. In doing so, the ISRC disallowed discussion and debate of 
several studies, including the various versions of Verstraeten et al’s efforts.” 

When notice of this scheduled to be the “final” meeting, was posted, there were numerous calls 
for postponement. Researchers, research groups, and members of Congress all submitted 
requests to the lOM for the meeting to be postponed as there were (at minimum) two known 
studies completing their research and preparing for publishing. These studies, a National 
Institute of Allergy and Infectious Diseases effort by Polly Sager, Ph.D’*, and a Columbia 
Medical School effort. Neurotoxic effects of postnatal thimerosal are mouse strain dependent^ 
by Hornig et al were unfortunately presented in incomplete form. 

It was unfortunate that the lOM did not heed the multiple cause for delaying this meeting as the 
results of these two key studies would go on to directly contradict the findings of the soon to be 
published lOM-ISRC report. 

The majority of presenters at this meeting felt that there was a clear link between vaccines, 
specifically thimerosal/mercury containing vaccines, and Autism Spectrum Disorders. Only a 
small minority felt that there was either no or only a slight potential for harm from mercury.” 



^ Commentary on Potential Risk from Thimerosal for Infants, presentation to the lOM-ISRC, July 1 6, 200 1 , 
Cambridge, MA by Neal A. Halsey, MD, Institute of Vaccine Safety, Johns Hopkins University 
http://www.iom.edu/subpage.asp?id= 1 8065 

Thimerosal VSD Study - Phase I , Update 2/29/00, Thomas Vertraeten, Robert Davis, Frank Destefeno, obtained 
via FOIA by SafeMinds, Summer 2001 

^ NIAID Studies on Thimerosal, Sager et al, NIAID, NIH, DHHS, presentation to the lOM, February 9, 2004 
” Hornig, Chian, Lipkin, Molecular Psychiatry (2004), 1-13, Nettrotoxic effects of postnatal thimerosal are mouse 
Strain dependent 

http://www.iom.edu/subpage.asp?id=18065 



44 




284 



A Brief Analysis of Recent Efforts in Medical Mercury Induced Neurological and Autism Spectrum Disorders 



What is known, if only reviewed separately, is mercury is a known toxin, specifically a known 
neurotoxin with a high capacity to permanently injure and/or cause developmental arrest.’'" 

In early May 2004 the lOM website makes the following statement: 

The evidence reviewed at the time neither proves nor disproves the hypothesis 
that thimerosal-containing vaccines could cause neurodevelopmental disorders, 
such as autism or attention deficit-hyperactivity disorder. The lOM will review 
newly released data on vaccines and autism in early 2004. 

In their May 2004 report’°^ the lOM-ISRC actually utilizes the lack of relevant science 
recommended in its initial report as a foundation stone to its current conclusions. In its 
recommendations for policy review, the ISRC cites a “lack of direct evidence for a biological 
mechanism” in its tendency to now discount any thimerosal-autism link. An understanding of 
the language here is crucial. It was not for completed smdies affording no such evidence that 
this statement is forwarded, rather that there was never adequate resources committed for the 
accomplishing of such studies, and therefore, no evidence. 

The ISRC fiirther stated its reaffirmation to its previous recommendation to conduct clinical and 
epidemiological studies “of sufficient rigor... to better understand genetic or environmental 
causes of ASD.”’'’^ The ISRC did not, however, acknowledge the failure to have these matters 
accomplished in the intervening years. 

In truth, many of the general epidemiology and research recommendations of the 2004 report are 
recitations of the original reports recommendations, without acknowledgement to the lack of 
Public Health Service accomplishment as previously put forth. 

In its “Clinical Studies” recommendations, while the ISRC recognizes the utilization of chelation 
as a popular therapy for the treatment of ASD, it points to a lack of accepted scientific standards 
evidence (double blind studies, etc.) providing chelation as an appropriate therapy for ASD. The 
IRSC’s failure to support the necessary and recommended research looking at therapeutic 
interventions for mercury fails this community. 

Additionally, the marmer in which the lOM’s committee addresses these recommendations 
regarding chelation therapy for ASD treatment again highlights the ISRC’s lack of understanding 
of the issues. Co-morbid diagnoses of heavy metal, including mercury, toxicity is often noted 
with ASD or NDD diagnosed children. The chelation therapies are therefore appropriately 
ascribed and prescribed for the treatment of those heavy metal toxicities, not the ASD or NDD 
per se. That evidences of post chelation improvement in the patient’s ASD or NDD condition 
should have been seen as a path deserving further rigorous research, rather than one to discard. 



Zh Mikrobiol Epidemiol Immunobiol 1983 Mar;(3):87-92 
http://www.iom.edu/focuson. asp?id=4189 

Immunization Safety Review: Vaccines and Autism (2004), Institute of Medicine 
Immunization Safety Review: Vaccines and Autism (2004), Institute of Medicine 
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The 2004 lOM report also fails to reprimand HHS for its fulfill any of the lOM’s other 
recommendations for clinical or basic science research it had previously deemed requisite to a 
full and adequate review of the issue. This is not surprising, however; given that the lOM first 
requested that HHS evaluate possible connections between autism and vaccine injury in 1991. A 
recommendation that was ignored: “...no evidence bearing on a causal relation between DPT 
vaccine and autism... In the course of its review, the committee encountered many gaps and 
limitations in knowledge bearing directly and indirectly on the safety of vaccines. These include 
inadequate understanding of the biologic mechanisms underlying adverse events following 
natural infection or immunization, insufficient or inconsistent information from case reports and 
case series, inadequate size or length of follow-up of many population-based epidemiologic 
studies, and limited capacity of existing surveillance systems of vaccine injury to provide 
persuasive evidence of causation. The committee found few experimental studies published in 
relation to the number of epidemiologic studies published. Clearly, if research capacity and 
accomplishment in these areas are not improved, future reviews of vaccine safety will be 
similarly handicapped. 



Table 4.1*“ 



Charting Institute of Medicine - Immunization Safety Review Conunittee Recommendations 
Research Deemed Necessary to Adequately Review Potential Causality Between Thimerosal and 
Neurodevelopmental Disorders 
From 2001 Report to 2004 Final report 





Epidemiology Research 




Recommendation 


Funded 


Accomplished 


Other/Noies: 


' “case-control studies examining 
the potential liidc between 
neurodevelopmental disorders 
and thimerosal-containing 
vaccines” 


NO 


NO 




“further analysis of 
neurodevelopmental disorders 
in cohorts of children who did 
not receive thimerosal- 
containing doses as part of a 
clinical trial of DTaP vaccine" 


NO 


"no 




' “compare the incidence and 
! prevalence of 

' neurodevelopmental disorders 
before and after the removal of 
thimerosal from vaccines" 


YES 

Statens Serum 
Institut* 


YES 

Statens Serum 
Institut* 


Hviid et al - does not conclude 
; differences in (specifically) 
j Denmai^’s pre- and post- 
: thimerosal exposure eras data* * 



Adverse Effecte ofPerhissis and Rubella Vaccines (1991) Institute of Medicine 

Recommendation quotes as taken from: Immunization Safety Review: Thimerosal - Containing Vaccines and 
Neurodevelopmental Disorders (2001) Institute of Medicine 
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Table (continued) 

“identify the primary' sources NO NO 

and levels of prenatal and 
postnatal background exposure 
to thimerosal (e.g., Rho (D) 

Immune Globulin) and other 
forms of mercury” 

* Conflicts of interest noted in study as Statens Serum Institut (State Serum Institute) ~ Denmark, is that 
nation’s leading vaccine manufacturer as well as research institute. 

** Thimerosal exposure levels and autism rates differed from United States 



Table 4.2'“* 



Clinical Research 



Recommendation 


Funded 


Accomplished 


Other/Nofes: 


“research on how children, 


' YES 


YES 


Clarkson et al - Information not 


including those diagnosed with 
neurodevelopmentai disorders, 
metabolize and excrete metals — 
particularly mercury” 


ATSDR 


Univereity of 
Rochester 


presented nor made public. 
FOIA request pending. 


“continued research on 
theoretical modeling of 
elhylmercury exposures, 
including the incremental burden 
of thimerosal with background 
mercury exposure from other 
sources” 


YES(Parliai) 

SafeMinds 


Partial 


Posmaial exposures revjewed 
and presented to lOM. Requests 
to liind prenatal exposure 
modeling have gone unanswered. 


“careful, rigorous, and scientific 
investigations of chelation when 
used in children with 
neurodevelopmentai disorders, 
especially autism” 


NO 


NO 


While EDTA chelation is and 
remains an approved therapy for 
meavy metal toxicides, no 
requests for federal funding for 
use in alternative therapies has 
yet been approved 



Recommendation quotes as taken from: Immunization Safety Review: Thimerosal - Containing Vaccines and 
Neurodevelopmentai Disorders (2001) Institute of Medicine 

Recommendation quotes as taken from; Immunization Safety Review: Thimerosal - Containing Vaccines and 
Neurodevelopmentai Disoiders (2001) Institute of Medicine 
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Table 4.3"” 





Basic Science Research 




Recommendation 


Funded 


Accomplished 


Other/Notes; 


“identify a safe, effective, and 
inexpensive alternative to 
thimerosal for countries that 
decide they need to switch from 
i using thimerosal as a 
: preservative” 


NO 


NO 




“research in appropriate animal 
models on the 

neurodevelopmental effects of 
ethylmercury” 


YES 

NIAID 

NIEHS 


Washington 

University 


Burbacher et a! - differences 
between ethylmercury and 
methylmercury noted. EtHg 
bonds stronger and is more 
neurotoxic. 

Requ^ts for funding to further 
findings and research: DENIED 




YES (Private) 
SafeMinds & 
MIND 

1 Institute at UC 
‘ Davis 


Columbia 

University 


Homig et al - Found 
NDD/autism response to 
administration of vaccine level 
amounts of thimerosal in 
genetically susceptible mice 



This latest report apparently puts forth as best policy and practice a recommendation for 
continued “surveillance of ASD as exposure to thimerosal declines.” This strategy, however, 
will not prove effective as more and more thimerosal-containing vaccines are “recommended”, 
and therefore frequently administered, but are not formally on the pediatric schedule. 

As some of the (here included) scientific efforts report, there is an apparent genetic susceptibility 
component to the Thimerosal-Autism link, such a reactive posturing (post event surveillance) 
will not prove beneficial to those who may be injured in any interim. 

In November 2003, the Department of Health and Human Services, National Institutes of Health, 
National Institute of Mental Health participated in a Congressionally mandated “Autism 
Summit” in Washington, DC. One of the primary purposes of this conference was to allow the 
presentation of an Interagency Autism Coordinating Committee (lACC) research matrix 
providing the roadmap for focus and funding for related NIH expenditures. Again, this event 
provided insight to an interagency prejudice to the mercury-autism hypotheses. Minimal 
discussion or resources were scheduled to be provided in the (now published) lACC Autism 
Research Matrix’"*, and the agencies surrounding report minimized or dismissed the hypotheses. 

Several research and parent groups spoke out to the lACC’s matrix lack of focus for resources to 
the mercury-autism issue, but were summarily discounted and no modification to the research 
matrix was provided. 



Reconunendatioa quotes as taken fiom: Immunization Safety Review: Thimerosal - Containing Vaccines and 
Neurodevelopmental Disorders (2001) Institute of Medicine 
1 1 0 http://www.nimh.nih.gov/autismiacc/CongAppiCommRep.pdf 
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The Science: An Update and New Findings 

While the debate focuses upon mercury laden medical products, one issue that needs most to be 
resolved is the inefficiency in science to have accurately qualified the efficacy and safety of 
thimerosal. 

It would appear that many foreign researchers were ahead of the curve when compared to 
recognition in the United States to the hazards of thimerosal exposure. As early as 1 977, Russian 
researchers began recognizing the potential health hazards from ethyl mercury exposures.'" 
Additional studies conducted through the 1980s also documented toxic results from the 
utilization of thimerosal in various preparations and vaccines. 

The most current and recently presented research (reviewed within) has primarily focused upon 
two areas of the debate. The first is the epidemiological standing with relation between mercury 
and neurodevelopmental disorders. The second is the beginnings of understanding the human 
response to ethyl-mercury and why it is not a constant. 

Boyd Haley, PhD, professor and chair at the University of Kentucky, Department of Chemistry 
has given great insights to the neurotoxic effects and blood/brain transport pathways of ethyl 
mercury. In his 2001 presentation to the lOM-lSRC, Dr. Haley provided three clear and 
specific conclusions from his research: 

• Thimerosal is the major toxic component of most vaccines 

• Thimerosal is a more potent inhibitor of many metabolic enzymes than is mercuric 
chloride 

• Due to synergistic toxicity, thimerosal exposure through vaccines with aluminum should 
be considered quite capable of causing severe neurological and systemic damage. 

In 2004, Dr. Haley provided further evidence to the lOM-lSRC regarding the toxicity of ethyl 
mercury (thimerosal)."^ In that discussion, Haley provided additional insights to several 
questions being raised regarding exposure vs. injury, and why there appeared to not be a static 
relationship between the two. 



1 1 1 Late After Effects of the Nervous System Pathology Provoked by the Action of Low Ethyl-Mercuric-Chloride 
Concentrations, Mukhtarova, 1977 

1 12 Evaluation of the toxic action of prophylactic and therapeutic preparations on cell cultures of different types and 
origin. - It, Kravchenko et al - 1 9S2 

1 13 Evaluation of the toxic action of prophylactic and therapeutic preparations on cell cultures of different types and 
origin. “ ni, Kravchenko et al - 1983 

1 14 Cytotoxic action of the chemical substances found as admixtures in medical immunobiological preparations, 
Chervonskaia et al - 1988 

' Haley, Boyd E., Mercury Toxicity and Its Relationship to Neurological Disease^ Presentation to the Institute of 
Medicine, Immunization Safety Review Committee, 16 July 2001 

Haley, Boyd E., Mercury Toxicity: Genetic Susceptibility and Synergistic Ejfects^ Presentation to the Institute of 
Medicine, Immunization Safety Review Committee, 9 February 2004 
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Dr. Haley provided insights to these matters, which may be best summed up through his 
presented conclusions from that meeting: 

• There appears to be a subset of the population that carmot effectively excrete mercury and 
are at a greater risk to exposures to mercury than are the general population. Genetic 
susceptibility is critical. 

• Presence of other heavy metals, antibiotics, etc. may enhance the toxicity of thimerosal. 
Synergistic toxicides must be considered. 

• Estrogen decreases thimerosal toxicity whereas testosterone increases the toxicity. 
Gender effects are involved. 

A review to the potential issue of increased incidence versus diagnostics (or diagnostic 
substitutions) was completed by Croen et al"* as a follow up to another Croen et al"’ effort a 
year prior. During this data review, Croen et al hypothesized that there was not a true “increase” 
in the incidence in autism, but rather that there were a combination of better diagnostics, and the 
diagnostic substitution of patients which would put forth such a prediction. 

In their effort, Croen et al stated their effort demonstrated “that over 100% of the increase in 
autism from 1987-1994 is an artifact of changes in diagnostic practices.”'^” In Blaxill et al’s 
review*^' of Croen’s effort, however, several errors were found in calculations within the data 
sets, which created this false (Croen’s) impression. In their conclusions, Blaxill et al did put 
forth one telling statement, that in the end. Autism research is under funded when compared to 
“disorders with a much lower incidence in the population.”*^^ 

Following Blaxill et al’s review, Croen and Grether reviewed their data, hypothesis and 
conclusions. After careful consideration, Croen and Grether published their response'^^ to 
Blaxill, in which the admit that the reclassification did not play an integral role to the increases in 
autism prevalence; that they had underacertained and incorrectly calculated the autism rates; and 
withdrew their (now proved flawed) study. 

Inexplicably, those looking to dismiss the Thimerosal-NDD/autism link still frequently cite 
Croen’s original effort in support of their argument, disregarding the authors’ own refutation of 
their original finds. 



' " Haley, Boyd E., Mercury Toxicity: Genetic Susceptibility and Synergistic Effects, Presentation to the Institute of 
Medicine, Immunization Safety Review Committee, 9 February 2004 
Croen, Grether, Hoogstrate and Selvin, 2002 
Croen, Grether and Selvin, 2001 

Commentary: Blaxill, Baskin, and Spitzer on Croen et al. (2002), The Changing Prevalence of Autism in 
California 

Commentary: Blaxill, Baskin, and Spitzer on Croen et al. (2002), The Changing Prevalence of Autism in 
California 

Commentary: Blaxill, Baskin, and Spitzer on Croen et al. (2002), The Changing Prevalence of Autism in 
California 

A Response to Blaxill, Baskin, and Spitzer on Croen et al. (2002), "The Changing Prevalence of Autism in 
California, Journal of Autism and Developmental Disorders, Vol. 33, No. 2, April 2003 
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In 2003, Holmes et began to fortify today’s roots regarding the epidemiological issues 
surrounding ethyl mercury and its potential to induce neurodevelopmental disorders. In this 
effort, the hairs from babies’ first cuts were reviewed for levels of mercury for gestational 
maternal-fetal exposure through immunoglobulin and maternal amalgams. This first of its kind 
study actually had several instructive findings. The most enlightening result was the lower 
overall rate of (excreted) mercury in the infants’ hair for children diagnosed with autism. This 
finding strongly supported the widely accepted hypothesis connecting autistic children’s inability 
for excreting mercury, and as a precursor to mercury induced neurotoxicity and subsequent 
development disorders. 

Non-autistic children were found to have substantially higher mercury levels in their first cuts, 
purporting that their excretion capacity for mercury is less hindered, at least in comparison to the 
capacity of autistic children. 

Redwood et al put forth in 2001 an effort entitled “Predicted Mercury Concentrations in Hair 
From Infant Immunizations: Cause for Concern " (NeuroToxicoIogy 69-200lf^^ This precursor 
to Holmes et al’s efforts laid well the original modeling for taking the premise of predicted 
mercury levels and the corollary to mercury toxicity. These two bodies have solidified the 
premise that many children have some measure of an efflux disorder, and the subsequent 
maintained blood levels of mercury, combined with their opportunity to cross the blood brain 
barrier, move to create a neurotoxic atmosphere and subsequent developmental injury. 

Holmes et ai served to confirm further the findings of Redwood, and began to provide further 
insights and quantification of the excretion disorder premise. As there is little debate about the 
neurotoxicity of mercury, rather the discussion needed to be shifted to why this matter was not a 
constant in society with a 1 :1 ratio of mercury exposure to developmental neurotoxicity. 

One of the greatest recent quantifications of these issues occurred at the National Academies of 
Science, Institutes of Medicine, ninth meeting of the Immunization Safety Review Conunittee 
(09 February 2004). Here, H. Vasken Aposhian, Ph.D. provided a toxicologist’s view'“ to the 
matter, integrating many of the themes from Holmes and Redwood. 

Aposhian reviewed the issue of mercury toxicity in all of its forms, and did not choose to single 
out the thimerosal issue specifically. Rather, he put forth the necessity to recognize all of the 
potentials for mercury exposure, including environmental, to appropriately qualify the disease 
process first, then allow appropriate insight to the processes leading to injury. 

Following the reviews of routes for exposure, Aposhian began by putting forth the question 
many had been postulating, “Is autism an efflux disorder?”'^’ A presentation was then provided 



Reduced Levels of Mercury in First Baby Haircuts of Autistic Children, International Journal of Toxicology, 
22:277-285, 2003 

Predicted Mercury Concentrations in Hair From tn/ani Immunizations: Cause for Concern (NeuroToxicoIogy 
69-2001 

Immunization Safety Review: Meeting 9: Aposhian Presentation, 
http://www.iom.edu/includes/dbfi ie.asp?id=18390 

Immunization Safely Review: Meeting 9; Aposhian Presentation, 
http://www.iom.edu/inciudes/dbfile.asp?id=I8390 - Slide 7 
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to the potential similarities between in structure and process between mercury induced 
neurodevelopmental disorders, with specificity to autism, and Wilson’s Disease.'^* 

Aposhian’s utilization of Wilson’s Disease as a model of an efflux disease showed a clear 
parallel involving a toxic metal exposure, a supportively genetic susceptibility, and accumulation 
to toxicity, and relevant organ and central nervous system signs and symptoms.*^ Here we begin 
to transition from the postulatoiy review of the mercury-induced neuro-injury, and into the realm 
of recognizing defined models for similar occurrences with other neurotoxic metals, such as 
mercury. 

Aposhian refers to Holmes et al and Bradstreet et al'^ as a basis (to this cited presentation’^’) for 
recognition of the increased mercury burden typically found in autistic children, and the 
appearance to provide a lack of an effective mercury efflux system to address any cumulative 
exposure, let alone the burden created from vaccines. 

While Aposhian puts forth the suspect parallel regarding an efflux disorder related mercury 
induced autism, he puts forth two postulates as to the routes for response to thimerosal creating 
the final symptom, however, both reside in the recognition of a basic genetically disposed efflux 
failure. 

The first postulate is that there is an efflux impairment to which thimerosal is introduced into an 
unfavourable environment. Thimerosal would then be a final insult or “trigger” leading to 
autism.’^^ 

The second postulate additionally relies on the efflux impairment, but provides that the 
thimerosal introduction simply provides an increased mercury burden in the child. This postulate 
provides that the thimerosal exacerbates pre and post expected environmental exposure, putting 
the mercury burden over the threshold to neurotoxicity. 

While admitting a need for, and providing a call for, additional relevant research to better track 
which of the two postulates leads to the final insult, there is little room for questioning the route 
to injury relevance of Aposhian’s presentation. 



■2® “Wilson's disease is an inherited disorder in which excessive amounts of copper accumulate in the body. 
Although Uie accumulation of copp^* begins at birth, symptoms of the disorder appear later in life, between the ages 
of 6 and 40. The fwimary c<Hisequence for approximately 40 percent of patients with Wilson’s is liver disease. In 
other patients the first symptoms are either neurological or psychiatric or both, and include tremor, rigidity, 
drooling, difficulty with speech, abrupt personality change, grossly inappropriate behavior and une?q:>Uc^!e 
deterioration of school work, neurosis or psychosis.” Excerpted from National Institutes of Health via 
ht 4 ):/Avww.ninds.nih.gov/hcaltii_and_medical/disorders/wilsons_doc.htm 
Immunization Safety Review: Meeting 9: Aposhian Presentation, 
ht^;//www.iom.edu/includes/dbfile.asp?id= 18390 - Slide 8 

Jeff Bradstreet et al, A Case-Control Study of Mercury Burden in Children with Autism Spectrum Disorders 
Immunization Safety Review: Meeting 9: Aposhian Presentation 
ImmunizatitHi Safety Review: Meeting 9: Aposhian Presentation, 
http.7/www.iom-edu/includes/dbfile.asp?id=18390 - Slide 16 
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Supportive to Aposhian’s presentation were findings that “thimerosal phaimacolcinetics obtained 
using non-autistic children are not the same as those expected for autistic children.”‘^^ This 
furthered not only the issue of an efflux disorder, but to the variance in kinetics involved. 

Aposhian also cautioned the amount of effort and focus being placed upon the issue of 
epidemiology surrounding mercury induced neurotoxicity. His statement was simple, 
“Epidemiological studies cannot prove cause and effect. Rather, they reveal statistical 
correlations.”’^'* 

In following this statement, Aposhian explained the myriad issues and variables concerning a 
simple reliance upon epidemiological studies when trying to locate the root issues to injury. He 
also provided a lack of parallel guidance and support for further toxicological and other studies 
were not allowing for an accurate view of the matter. This especially in light of recognized and 
questioning of dilution of data sets seen in many epidemiological studies, which have led to 
much of the debate. 

In the end, Aposhian put forth that from a toxicological perspective, the link between mercury, 
with specific mention to thimerosal, is strong and supportive to injury through a mercury efflux 
disorder.'^^ 

At the ninth Inununization Safety Review meeting at the Institutes of Medicine (09 February, 
2004), Jeff Bradstreet, MD, FAAFP presented a culmination of efforts which brought much of 
the within described material into a new light, including genomics. 

In his presentation, Bradstreet brought forth two efforts regarding thimerosal induced 
neurodevelopmental injuries. His first body of work, "A Case-Control Study of Mercury Burden 
in Children with Autistic Spectrum Disorders”'^‘ reviewed much of the debate regarding the 
Autism epidemic and the linear association with the increased use of thimerosal containing 
pediatric vaccines. Next, this similarly walked through a case control study examining the 
specifics of mercury body burdens consistently found in autistic children post chelation, and the 
potential for it to purport to some measure of an efflux disorder allowing for maintenance of 
excess mercury in the affected children. 

Bradstreet et al also expresses and includes reference the epidemiological data link between 
increased childhood vaccines and childhood neurodevelopmental disorders. 



immunization Safety Review: Meeting 9: Aposhian Presentation, 
http://www.iom.edu/inc1udes/dbfile.asp?id=I8390 - Slide 18 

Immunization Safety Review: Meeting 9: Aposhian Presentation, 
http://www.iom.edu/includes/dbfile.asp?id=18390 - Slide 20 

Immunization Safety Review: Meeting 9: Aposhian Presentation 

Bradtreet et ai, “A Case-Control Stwfy of Mercury Burden in Children with Autistic Spectrum Disorders " Journal 
of American Physicians and Surgeons, Volume 8, Number 3, Summer 2003 
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This 2003 effort continues to follow the same path that Bernard et al,'*’ Blaxill et al,'^* Holmes 
et Redwood et al/^** and Aposhian, Ph.D.,'^‘ with each step building the foundation of 
understanding and facts behind the predecessor’s premise. Bradstreet’s latest collaboration 
(Bradstreet, Wakefield and Jamesy"'^ has taken the previous views and initiated the 
pathophysiological links. In his Institute of Medicine presentation,*'*^ “Biological Evidence of 
Significant Vaccine Related Side-effects Resulting in Neurodevelopmental Disorders”, 
Bradstreet again reviewed the foundational and current efforts drawing the direct linear corollary 
between mercury exposure through vaccines and increased autism in the United States. 

Bradstreet took a holistic view to the issues, including the relevant timing from birth to 
vaccination to recognized deficit(s) to dia^osed injury. Looking at epidemiological studies 
relevant to the issue, this should have been enough to create a want for erring on the side of 
caution pending further and open study. 

Next, Bradstreet showed historic cases,*'*'* historic cautions,*'** and historic patterns of high 
mercurial (thimerosal) exposures, *^^ and the historic policies (yet effected) from the WHO, EPA 
and CDC regarding “acceptable” mercury exposure levels, and the excesses created through the 
pediatric vaccination programs. 

It was not until the genomics review was accomplished that one can now begin to see why the 
vaccination to injury ratio is not 1:1. Rather, Bradstreet reported that the most recent efforts 
have found a genomic susceptibility which inhibits certain exposed children’s ability to 
appropriately excrete the mercury. 

A single recognized nucleotide polymorphism found in children with autism spectrum disorders 
provides the mapping fi'om exposure to injury. Specifically, SNP’s inhibited by thimerosal 
involving methylation and sulfation disallow a “normal process” for mercurial excretion. This 
event creates and maintains the elevated mercury body burden, which provides for the neurotoxic 
atmosphere, thus providing the architecture for neurodevelopmental injury resulting in injuries 
such as autism spectrum disorders. 



Bernard et al, Autism: A unique type of mercury poisoning, April 3, 2000 

Commentary: Blaxiil, Baskin, and Spitzer on Croen et al. (2002), The Changmg Prevalence of Autism in 
California 

Reduced Levels of Mercury in First Baby Haircuts of Autistic Children, International Journal of Toxicology, 
22:277-285, 2003 

Predicted Mercury Concentrations in Hair From Infant Immunizations: Cause for Concern (NeuroToxicology 
69-2001 

Immunization Safety Review: Meeting 9: Aposhian Presentation, 
http://www.iom.edu/includes/dbfile.asp?id=18390 

Jeff Bradstreet, MD, FAACP; Andrew Wakefield, MB, BS, FRCS, FRCPath; S. Jill James, Ph.D. 

Immuniration Safety Review: Meeting 9: Aposhian Presentation, 
http://wwvv lom edu/includes/dbfile.asp?id= 1 8578 

Cinca et al. Accidental ethyl mercury poisoning with nervous system, skeletal muscle, and myocardium injury, J 
Neuron Neurosurg Psychiatry, 1980, Feb;43(2): 143-9 

Fagan et al. Organ mercury levels in infants with omphaloceles treated with organic mercurial antiseptic. 
Archives of Diseases in Children, 1977, 52, 962-964 

Stajich et al. Iatrogenic exposure to mercury after Hepatitis B vaccination in preterm infants, J Pediatr 
2000;136;679-81) 
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What Bradstreet, Wakefield and James have accomplished is the initial recognition and mapping 
to the trigger mechanism(s) involved between the thimerosal (mercury) exposure and the end 
stage resultant disease. In reviewing the history of research regarding this issue, like so many 
other medical finds, its been a process of reverse engineering. First was the recognition of the 
epidemic; next the suggested likeness between mercury poisoning and autism spectrum 
disorders; then the potential ties discovered through efforts in epidemiology; and now the causal 
trigger mechanism/event. 

A recent publishing in Molecular Psychiatry by Deth et al,’'*^ furthers the scientific 
understanding of mercury/thimerosal potential influence in pre- and post-natal development. 
Quoting from Deth’s abstract, “Neurodevelopment toxins, such as ethanol and heavy metals 
[thimerosal], interrupt growth factor signaling, raising the possibility that they might exert 
adverse effects on methylation.” The basic results of this “adverse effect” are expressed in 
Deth’s statement, “Our findings outline a novel growth factor signaling pathway that regulates 
MS activity and thereby modulates methylation reactions, including DNA methylation. The 
potent inhibition of this pathway by ethanol, lead, mercury, aluminum and thimerosal suggests 
that it may be an important target of neurodevelopmental toxins.” 

What Deth et al are continuing is a the building of the path to imderstanding of the role 
thimerosal plays in interruption of various developmental processes which lead to neurological 
development disorders, including autism. 

In response to animal modeling/testing needs for furthering the understanding between 
thimerosal and NDD, two recent studies have been concluded. First, is Burbacher et al’s effort 
reviewing mercury blood levels in primates exposed to vaccine levels of methyl mercury 
exposure.'^® While the initial presentation provides that there are clear differences between ethyl 
and methyl mercury in blood levels over time, additional insights through this study have 
provided that ethyl mercury has a stronger bond than methyl mercury and is more neurotoxic. 

This project, funded by NIAID, has forwarded nearly as many questions as it has answered. 
Specifically, while the mercury/blood level modeling has been mapped, the true levels, and 
increased propensity, for ethyl mercury to cross, and potentially to remain past, the blood-brain 
barrier. 

A request by the researchers to fund further study this issue, given the findings promoting 
caution to the use of ethyl mercury (thimerosal), has to date gone unfulfilled, and may need to be 
accomplished privately to provide further answers. 



M Waiy, H Olteanu, R Baneijee, S-W Choi, J B Mason, B S Parker, S Sukumar, S Shim, A Sharma, J M 
Benzecry, V-A Power-Chamitsky and R C Deth “Activation of methionine synthase by insulin-like growth factor-1 
and dopamine: a target for neurodevelopmental toxins and thimerosal". Molecular Psychiatry, April 2004, Volume 
9, Number 4, Pages 358-370 

Burbacher, Shen, Clarkson, “Comparative Toxicokenetics of Methyl mercury and Thimerosal in Infant Macca 
fasicularis" presentation to Institute of Medicine, Immunization Safety Review Committee, 9 February 2004 
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The next recently released study is from the Mailman School of Public Health at Columbia 
University. In this study,'"'^ Homig et al looked at the effects of vaccine level thimerosal 
exposure on mice with a specific genetic susceptibility. This research postulate was created 
following the increasing body of scientific evidence promoting that the Thimerosal-NDD link is 
predicated upon certain genetic predispositions/genomic defects, which refer to autoimmune 
disease sensitivity. 

Homig et al found that the selected mice universally showed an implication of “genetic 
influences” that led to responses and activities that mimic those found in Autism Spectrum 
Disorders (including growth retardation, hypoactivity, social withdrawal, gross motor 
coordination, repetitive motions/movements, confusion or dissociation with familiar surrounds, 
and other dysfunctional behaviours.) 

Homig et al’s research also found physiological effects relevant to the brain and cranium in the 
creation of abnormalities resultant from vaccine level thimerosal exposure. 

What all of the arena’s researchers, regardless of position, are in agreement to is the need for 
additional research to follow these matters through, for better understanding, potential 
treatments, and establishing policies and practices which will reverse the current epidemic trend. 

With support found for the additional research comes the additional burden to assure the honesty 
and accuracy of the findings, and to assure that every measure is taken to provide all of the 
answers to all of the questions. 



Conclusions and Recommendations 

There needs to be several efforts put forth, and universally supported, to maintain the highest 
level of protection for our children. 

In the 1960’s and 1970’s, seat belt regulation and legislation began being introduced, not because 
of the known fact that they would save lives and prevent injury, but because research showed 
that there were strong links between seat belt use, and injury or death prevention. 

Soon, safety glass was introduced, and mandated through regulation for use in most automobile 
applications. This was actually not done secondary to excessive research and awareness of the 
dangers of non-laminate glass, but due to a body of anecdotal evidence that convinced legislators 
and regulators to make the necessary changes. 

Both of these actions were predicted to decimate the automobile industry, as the extra costs 
incurred would ruin manufacturer profits, and create a consumer price increase that would push 
automobiles out of the budget of most Americans. The decisions taken then were driven on a 
single point, “if it saves one life.” 



Homig, Chian, Lipkin, Molecular Psychiatry (2004), 1-13, Neuroloxic effects of postnatal thimerosal are mouse 
Strain dependent 
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of course, we realize today that none of these negative predictions came to fruition, and set a 
course for constant review and upgrading for any and every safety related device relevant to the 
automobile industry. Even proven designs are constantly reviewed from an adversarial position 
to make sure that the decisions taken even months previously are grounded with constant 
scientific review. 

Thimerosal has been utilized since the 1930’s. During the subsequent seven-plus decades, there 
has been no formal review of its safety and efficacy, especially in pediatric vaccines. To date, 
HHS has failed to provide even one comprehensive pharmacokinetic study to the Congress or the 
American public. Had this foundational research been required of manufacturers prior to its 
introduction into the vaccine supply, much harm may have been prevented. 

The matter of thimerosal inclusion in vaccines is one area where our response does not fit our 
normal paradigm for looking into any areas of safety, whether automobile manufacturing or 
medication/vaccine. 
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In nearly all other areas of regulation, or effective legislation, Americans have consistently taken 
to err on the side of caution. Frequently, we will either remove products from shelves or put 
forth recommendations for modifications of lifestyle in order to provide a maximum margin of 
safety based upon the best prevalent science available. Yet we have not carried this process 
forward into the vaccine safety arena. 

1. The first effort that should be put forth should be for the Department of Health and 
Human Services to immediate create and promulgate rules causing a total suspension of 
exposure to our children of thimerosal, or any other mercury-laden product, until 
definitive and agreeable scientific evidence supports its utilization in congress with a zero 
level of suspicion to safety concerns. This to fulfill the US Public Health Services’ call 
to accomplish in 1999, and were supposed to be put forth as recommendations by the 
Centers for Disease Control in Prevention since 1 999 and the Institutes of Medicine in 
2000.’^“ Yet, nearly five years after their expressing the need to take this position, the 
CDC has still not formalized nor put forth their relevant recommendation regarding 
thimerosal and mercury laden devices. 

2. In lieu of administrative regulation, legislation could equitably, and possibly 
preferentially, serve such a purpose, but would be an unfortunate response to a failure by 
any agency managing such sectors of the public’s trust. 

3. Either through legislation or administrative regulation, a policy and system of fully 
informing parents of the benefits and all potential risks associated with any, especially 
mandatory, vaccinations. Additionally, a full description and discussion of the available 
remedies for medical, religioas and philosophical exemptions should be provided, with a 
reasonable time for review and reflection, to allow for parents to make a fully informed 
decision regarding various immunizations for their children. 

4. Any state that does not provide for medical, religious and philosophical exemptions in 
their state immunization and scholastic policies, should immediately undertake legislative 
efforts to provide such exemptions to their citizens. 

5. From congressional hearings, to Institute of Medicine meetings, to peer reviewed efforts, 
there has been a constant siren call for the adequate and appropriate funding of 
independent (non-biased) research reviewing these issues. Suggested and appropriate 
studies must be provided adequate funding to fully investigate all facets of the issue, and 
the results thereof made public and appropriately incorporated into our public health 
policies. 

6. Having identified the injury, and the path from mercury exposure through thimerosal to 
autism spectrum disorders, there need to be a focused placed on the size and scope of the 
effected population. We need to look at those who ate suffering and quantify the 
situation in order to begin accumulating the assets necessary to respond with aid. 
Families suffering through autism spectrum disorders fece a myriad of social, economic 



Imimmizatlon Safety Review: Thimerosal - Containing Vaccines and Neurodevelopmental Disorders (2001) 
institute of Medicine 
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and relational struggles, many of which are still not fully realized due to the lack of 
adequate investigation. Forces and resources need to be mobilized in order to bring 
peace and order into lives where there has been none known. 

7. Also regarding research, the Department of Health and Human Services should 
appropriately, equitably and proportionally, in accordance with the lOM 2001 
recommendations for research, hind pharmacokinetic and toxicology studies. 

SafeMinds will continue to work towards achieving these recommendations. 
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Appendix A 

ERA'S List of Mercury Containing Products Used in Medicai 

Laboratories 



f " ' ' A 

Mercury Products Used in Medical Laboratories 



Test Type 


Reagent 


Mercury 


Albumin 




Thimerosal 


Drugs of Abuse 


All 


Thimerosal 


Amifungal/Anti-Infectious 


Merthiolate 


Thimerosal 


/Bacteriostatic Enzyme 


Mercury Nitrate 


(26% of Hg). 


/Ammonia 


Mercury Iodide 




Herpes EIA 


Buffer 


Thimerosal 


Cytology 


Mucolex 


Thimerosal 


Urine Analysis 


Stabilur Tablets 


Mercuric Oxide 


Hepatitis B Core 




Thimerosal 


Hepatitis B AG & AB 




Thimerosal 


Hepatitis C 




Thimerosal 


HIV 




Thimerosal 


CA125 




Thimerosal 


Progesterone 




Thimerosal 


Blood Bank Saline 


Immu-sal 




Identification of White Cells 


Cameo 




Clostridium difficile 




Thimerosal 


Group A Streptococcus 




Thimerosal 


Giardia 




Thimerosal 


Fixatives 


B 5 Fixative 
Zenker's Solution 
Helly 

Ohlamacher 

Camoy-Lebrun 

Shardin 


Mercuric Chloride 


Histology 




Mercuric Chloride 


Harris Hematoxylin 


Mercuric Oxide 




Antibacterial Agent 


Mercurochrome 
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EPA’s List of Mercury Containing Products Used in Medical 

Laboratories 

(continued) 



/ ■' - — — \ 

Mercury Products Used in Medical Laboratories 



Mercurial Diuretic 
(known as mercupurin) 
Flame photomoter 
(obsolete use) 

Protain Test 

(contain Hydroxyphenol 
group) 

BUN Test 
Enzyme 

Non Protein Nitrogen 
Pharmaceutical Preservative 
Takata-ara 



Mercurophyline 
Mercury Sulfate 
Millon's Reagent 

Nessler's Solution 
Nessler's Solution 
Nessler's Solution 
Phenol Mercuric Acetate 
Takata's Reagent 
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Appendix B 

Valid 11/2002 - 01/2003 
Sigma Chemical Co. 

P.O. Box 14508 

St. Louis, MO 63178 USA 

Phone: 314-771-5765 

MATERIALSAFETYDATASHEET 



SECTION 1. CHEMICAL IDENTIFICATION 

CATALOG #: T5125 
NAME: THIMEROSAL 

SECTION 2. COMPOSITION/INFORMATION ON INGREDIENTS 

CAS #: 54-64-8 
MF: C9H9HGNA02S 
EC NO: 200-210-4 
SYNONYMS 



{ (0-CARBOXYPHENYL)THIO)ETHYLMERCURY SODIUM SALT * ELICIDE * ETHYL(2-) 
TjETBT/PjCourier ACID SODIUM SALT * ETHYLMERCURITHIOSALICYLIC ACID SODIUM 
SALT * 

ETHYLMERKURITHIOSALICILAN SODNY (CZECH) * ETHYL (SODIUM 0-) TjETBT/PjCourier 
10 Tf72 MERTHIOLATE SODIUM * MERTORGAN * MERZONIN * MERZONIN SODIUM * SET * 
SODIUM ETHYLMERCURIC THIOSALICYLATE * SODIUM 0- (ETHYLMERCURITHIO) 

BENZOATE * SODIUM ETHYLMERCURITHIOSALICYLATE * SODIUM MERTHIOLATE * 
THIMEROSAL * THIMEROSALATE * THIOMERSAL * THIOMERSALATE * 

SECTION 3. HAZARDS IDENTIFICATION 

LABEL PRECAUTIONARY STATEMENTS 
HIGHLY TOXIC (USA) 

VERY TOXIC (EU) 

VERY TOXIC BY INHALATION, IN CONTACT WITH SKIN AND IF SWALLOWED. 

DANGER OF CUMULATIVE EFFECTS. 

MAY CAUSE SENSITIZATION BY INHALATION AND SKIN CONTACT. 

IRRITATING TO EYES, RESPIRATORY SYSTEM AND SKIN. 

CALIF. PROP. 65 REPRODUCTIVE HAZARD. 

TARGET ORGAN (S): NERVES 

KIDNEYS 

SENSITIZER. 

CAUSES IRRITATION. 

KEEP AWAY FROM FOOD, DRINK AND ANIMAL FEEDINGSTUFFS . 

AFTER CONTACT WITH SKIN, WASH IMMEDIATELY WITH PLENTY OF WATER. 

IN CASE OF CONTACT WITH EYES, RINSE IMMEDIATELY WITH PLENTY OF 
WATER AND SEEK MEDICAL ADVICE. 

WEAR SUITABLE PROTECTIVE CLOTHING. 

IN CASE OF ACCIDENT OR IF YOU FEEL UNWELL, SEEK MEDICAL ADVICE 
IMMEDIATELY (SHOW THE LABEL WHERE POSSIBLE) , 

SECTION 4. FIRST-AID MEASURES- 

IF SWALLOWED, WASH OUT MOUTH WITH WATER PROVIDED PERSON IS CONSCIOUS. 

CALL A PHYSICIAN IMMEDIATELY. 

IF INHALED, REMOVE TO FRESH AIR. IF NOT BREATHING GIVE ARTIFICIAL 
RESPIRATION. IF BREATHING IS DIFFICULT, GIVE OXYGEN. 

IN CASE OF SKIN CONTACT, FLUSH WITH COPIOUS AMOUNTS OF WATER 
FOR AT LEAST 15 MINUTES. REMOVE CONTAMINATED CLOTHING AND 
SHOES. CALL A PHYSICIAN, 

IN CASE OF CONTACT WITH EYES, FLUSH WITH COPIOUS AMOUNTS OF WATER 
FOR AT LEAST 15 MINUTES. ASSURE ADEQUATE FLUSHING BY SEPARATING 
THE EYELIDS WITH FINGERS. CALL A PHYSICIAN. 

SECTION 5. FIRE FIGHTING MEASURES 
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Appendix E 



Thimerosal Content in Some U.S. Licensed Vaccines 
updated 09-30-99 



Vaccine 


Brand Name 


Manufacturer 


Thimerosal 

Concentration’ 


Mercury 

ug/0.5 

ml 




Acel-lmune 


Lederie Laboratories 


.01% 


25 


DTaP 


Tripedia 


Pasteur Merieux 
Connaught 


,01% 


25 




Certiva 


North American 
Vaccine 


,01% 


25 




Infanrix 


SmithKIine Beecham 


0 


0 


DTwP 


All Products 




.01% 


25 


DT 


Ail Products 




.01% 


25 


Td 


All Products 




.01% 


25 


TT 


All Products 




.01% 


25 


OTwP-Hib 


Tetramune 


Lederie Laboratories 


.01% 


25 




ActHIB 


Pasteur Merieux 
Connaught 


0 


0 




TriHIBit 


Pasteur Merieux 
Connaught 


.01% 


25 




HibTITER (multi- 
dose) 


Lederie Laboratories 


.01% 


25 


Hib 


HibTITER (single 
dose) 


Lederie Laboratories 


0 


0 




Omni HIB 


SmithKIine Beecham 


0 


0 




PedvaxHIB liquid^ 


Merck 


0 


0 




COMVAX3 


Merck 


0 


0 




ProHIBiH 


Pasteur Merieux 
Connaught 


.01% 


25 


Hepatitis B 


Engerix-B 


SmithKIine Beecham 


.005% 


12.5 




Recombivax HB 


Merck 


.005% 


12.5 




Recombivax HB 


Merck 


0 


0 




preservative free 






Hepatitis A 


Havnx 


SmithKIine Beecham 


0 


0 
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Thimerosal Content in Some U.S. Licensed Vaccines 
updated 09-30-99 



Vaccine 


Brand Name 


Manufacturer 


Thimerosal 

Concentration* 


Mercury 

ug/0.5 

ml 




Vaqta 


Merck 


0 


0 


IPV 


IPOL 


Pasteur Merieux 
Connaught 


0 


0 


OPV 


Orimune 


Lederie Laboratories 


0 


0 


MMR 


MMR-II 


Merck 


0 


0 


Varicella 


Varivax 


Merck 


0 


0 


Rotavirus 


Rotashieid 


Wyeth-Ayerst 


0 


0 


Lyme 


LYMErix 


SmithKIine Beecham 


0 


0 


Influenza 


All Products 




.01% 


25 




Menomune A, C, 








Meningococcal 


AC and A/C/Y/W- 
135 


CLI 


.01% 


25 


Pneumococcal 


Pnu-lmune 23 


Lederie Laboratories 


.01% 


25 




Pneumovax 23 


Merck 


0 


0 




Rabies Vaccine 
Adsorbed 


BioPorf Corporation 


.01% 


25 


Rabies 


IMOVAX 


Pasteur Merieux 
Connaught 


0 


0 




Rabavert 


Chiron 


0 


0 


Typhoid Fever 


Typhim Vi 


Pasteur Merieux 
Connaught 


0 


0 


Typhoid Ty21a 


Vivotef Berna 


0 


0 




Typhoid vaccine 


Wyeth-Ayerst 


0 


0 


Yellow Fever 


YF-Vax 


Pasteur Merieux 
Connaught 


0 


0 


Anthrax 


Anthrax vaccine 


BioPort Corporation 


0 


0 



1. A concentrd^ of 1:10,000 is equival^ to a 0.01% concentra^n. TTwnerosa/ is approxims^fy 5056 Hg by weigirt. 
A 1:10,0(X}amentTaboncontains25mixogramo(l^(»f0.5mL 

2. A pmvioidy marketed lyop/iitiedprepatdtk}ncorHained .0S%tt»rmo5aL 

3. COMVAX is nof approved for use under 6 weeks of age because of decreased refuse iotf^Hib cmponent. 

4 . ProHIBff is recommended the Academy only for cMdken 12 months ofage and older. 
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Appendix F 



Thiiaerosai Content of the Routinely Recommended Pediatric Vaccines 


Vaccine 


Tradename 

(Manufacturer)* 


Thimerosal Status 
ConceDtratioo**(Mercury) 


Approval Date for 
Thimerosal Free or 
Thimerosal - 
Preservative Free 
(Trace 

Thimerosal)*** 

Formulation 


DTaP 


Infenrix (GSK) 


Free 


Never contained 
Thimerosal 


Daptaccl (AP) 


Free 


Mever contained 
Thimerosal 


Tripedia (AP) 


rrace(<0.3 pg Hg/0.5mL dose) 


^ 3107/01 


DTaP-HepB-IPV 


Pediarix (GSK) 


Trace (<0.0125 pgHg/0.5mL 
dose) 


Never contained more 
than a Trace of 
Thimerosal 


Pneumococcal conjugate 


Prevnar (WL) 


Free 


Never contained 
Thimerosal 


Inactivated Poliovirus 


IPOL (AP) 


Free 


Never contained 
Thimerosal 


Varicella (chicken pox) 


Vari^x(M) 


Free 


Never contained 
Thimerosal 


Mumps, measles, and rubella 


M-M-R-11 (M) 


Free 


Never contained 
Thimerosal 


Hepatitis B 


Recombivax HB (M) 


Free 


38/27/99 


Engerix B (GSK) 


Trace (<0.5 pg Hg/0.5mL 
dose)** 


D3/28/00 


Haemophilus influen 2 ae type b 
conjugate (Hib) 


ActHIB (AP)/OmniHIB 
[GSK) 


Free 


Never contained 
Thimerosal 


PedvaxHIB (M) 


Free 


38/99 


HibTITER(WL) 


Free 


Never contained 
Thimerosal 


Hibillepatitis B combination 


Comvax (M) 


Free 


Never contained 
Thimerosal 


Influenza 


Fluzone (AP) 


0.01%(I2.5 pg/0.25 mLdose)^ 
0.0 ! % (25 ms/0.5 mL dose)^ 




Fluzone (AP) 
(Preservative Free) 


Trace (<1 .0 pg Hg/0.5mL ctose, 
<0.5 pg/0.25mL dose)^ 


D9/04/02 


Pluvirin (Chiron/Evans) 


0.01% (25 pg/0.5 mLd<»e) 




Fluvirin (Chiron^vans) 
(Preservative Free) 


Trace (<lug Hg/0.5mL dose) 


09/28/01 


Influenza, live 


FluMist^ (Medimmune) 


Free 


Never contained 
Thimerosal 



• Manufacturer abiweviaiions: GSK = GlaxoSmithKline; WL = Wyeth Lcderk; AP = Aventis Pasteur, M = Merck. 



*• TTiimerosal is approxmately 50% mercury (Hg) by weight. A 0.01% solution (1 part per 10,000) of ihimcrosal contains 50 pg 
of Hg per 1 mL dose or 25 pg ofHgperO.3 mLdose. 

••• Tlje term “trace” has been taken in this context to mean 1 microgram of mercury per dose or less. 

1 Discontinued mariceting thimerosal preservative-containing muitidose vials in March, 2003 

2 Children 6 monflis old to less than 3 years of age receive a half-dose of vaccine, i.e., 0.25 mL; children 3 years of age and older 
receive 0.5 mL. 

3 FluMisl is not indicated for children less than 5 years of age. 
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